. HVS6I.7S4 
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Connecting via Hinaock to STH 

Helcon* to 6TN Intarnatlonal I Bneer x:x 

LOOI NIO 1 8SPTAIUIH 16 26 

PASSMORO: 

TBtDMNAL (BNTBR 1. 2. 2. OR 7) s7 
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Per genaral information regarding STN impleaentation of IPC 8 

Enter KENS followed by the iten number or nanw to aee new* on that 
•peeific topic. 

All uae of STN ia aubjact to the proviaiona of the STH Cuatomer 
agreement. Pleaae note that thia agreement limlta uae to acientific 
research. Uae for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges end other penalties. 



Robert Havlln 



STH Columbus • • ' 
PILB 'HOME' BHTBRBD AT Oflt 18:34 OH 30 MAY 3007 



elcoms to STM International 



KSWS 1 Heb Page for STN Seminar Schedule - H. America 

NSirs 3 JAM 08 CHBKLIST enhanced with New Zealand Inventory of Chemicals 
HEMS 3 JAM 16 CA/CAplus Company Name Thesaurus enhanced and reloaded 
NEWS 4 JAN 16 IPC version 2007.01 thesaurus available on STN 
NEMS 5 JAN 16 WPIOS/MPIKOBX/MPIX enhanced with IPC 8 reclassification data 
NEWS 6 JAN 22 CA/CAplus updated with revised CAS roles 
NEWS 7 JAN 33 CA/CAplus enhanced with patent applications from India 
NEWS 8 JAN 39 PHAR reloaded with new search and display fields 
NEWS 9 JAN 39 CAS Registry Number crossover limit increased to 300,000 in 
multiple databases 

PATDPA6PC enhanced with Drug Approval numbers 
RU88IAPAT enhsncad with pre-19»4 records 
FEB 33 XORBAPAT enhanced with IPC B features and functionality 
FEB 36 MEDLINE reloaded with enhancements 

FEB 36 SMBASB enhanced with Clinical Trial Number field 
FEB 36 TOXCENTER enhanced with reloaded MEDLINE 
FEB 36 IFICDB/IPIPAT/IFIUDB reloaded with enhancements 
FEB 36 CAS Registry Number crossover limit increaaed from 10,000 

to 300.000 in multiple databaaea 
MAR 15 WPID8/HPIX enhanced with new FRAOHITffTR display format 
MAR 16 CASRBACT coverage extended 
MAR 30 NARPAT now updated daily 
HAR 33 LWPX reloaded 

MAR 30 RDI8CLOSUR8 reloaded with enhancements 
APR 03 JXCST-BPLUS removed from database clusters and STN 

APR 30 OBHBANK reloaded and enhanced with Genome Project ID field 
APR 30 CHBMCATS enhanced with 1.3 million new records 
APR 30 CA/CAplus enhanced with 1670>18a» U.S. patent records 
APR 30 INPADOC replaced by INPADOCDB on flTN 
MAY 01 New CAS web site launched 

MAY 08 CA/CAplue Indian patent publication number Cemat defined 
MAY 14 RDI8CL08URB on STN Basy enhanced with new search and display 
fields 

MAY 31 BI08IS reloaded end enheneed with archival data 
MAY 31 TOXCENTBR enhanced with BICSIS reload 

KAY 31 CA/CAplus enhanced with additional kind codes for German 
patents 

NBWa 34 KAY 33 CA/CAplus enhanced with IPC raclaa si fleet Ion in Japanese 
patents 

NBMS BXPRBSS HOVBMBBR 10 CURRENT WINDOWS VERSION IS Va.OlC. CURR8MT 
MACINTOSH VERSION IS V6.0e(SNQ) AND V6.0Jc(JP). 
AND CURRENT DISCOVER FILE IS DATED 3S SBPT8NBBR 3006. 

NBN8 HOURS STH Operating Hours Plus Help Desk Availability 
NBWa UXIIN Helcoms Banner and News Items 



■> file reg 

COST IH U.S. DOLLARS 



FULL B8TIMATBO COST 



X FILB TOTAL 
BtfTRY 8BS8I0N 
0.31 0.31 



NEWS 10 FEB 15 
NEWS 11 FEB 15 
NBN8 13 

HEWS 13 
NEWS 14 
NEWS 15 
NEWS 16 
NEWS 17 



NBW8 31 
NBH8 33 

NEWS 33 
NEWS 34 
HEWS 35 
NEWS 36 
NEWS 37 
NEWS 38 
NEWS 39 
NBWa 30 

N8W8 31 
NEWS 33 
NEWS 33 



PILB 'RBOZSTRY' ENTERED AT 08:18:37 ON 30 MAY 3007 

USB 18 SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AORBSHBHT. 

PLBASB SEE "HELP USAOBTBRMS" FOR DETAILS. 

COPYRIGHT (C) 3007 American Chemical Booiety (ACS) 

Property values tagged with IC are from the ZIC/VINXTZ data file 
provided by XnfoChem. 

STRUCnniB FILB UPDATBSt 38 MAY 3007 HI0HB8T RM 93S999-19-3 
DICTIONARY PILB UPDATES: 38 NAY 3007 KIQHB8T RN 93S999-19-3 

New CAS Information Use Policies, enter HELP USAOETBRMS for details. 

TSCA INFORMATION HOW CURRBirr TUROUOH December 3, 3006 

Please note that search- term pricing does apply when 
conducting smartSBLECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as wall as tags indicating availability of 
experimental property data in the original document. For infexnatien 
on property searching in RBGISTRY, refer to: 

http ; //www . cas . org/support /stngen/ stndoc/propert ies . html 
Uploading C:\Program Piles\Stnejq>\0uerles\I0.S61794\clml4.str 



l(VS6!.7S4 
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V 




■> file casreact 
COST IH U.S. DOLLARS 



FULL BSTIHATBO COST 



SINCE FILB TOTAL 
ENTRY SESSION 
0.45 0.66 



PILB 'CASRBACr* BNTBRBD AT 08tl9il3 ON 30 MAY 3007 
USE IS SUBJECT TO THB TBRMS OF YOUR CUSTOMBR AORBEMEirr 
COPYRIGHT (C) 3007 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
36, 1996), unlees otherwise indicated in the original publications. 

FILB CQNTSHTil840 - 37 May 3007 VOL 14C ISS 23 

New CAS Information Use Policies, enter HELP USAOBTBRMS for details. 



chain nodes : 

I 3 3 4 5 6 7 8 9 10 19 30 31 33 33 34 35 36 37 38 39 30 36 
37 38 

ring nodes i 

II 13 13 14 IS 31 33 33 34 35 
chain bonds : 

I- 3 1-9 1-10 3-3 3-4 4-5 4-8 5-6 5-7 11-19 19-30 19-31 33-33 33-30 
33-33 33-34 34-3S 35-36 a5>39 36-37 36-38 31-36 36-37 36-38 

ring bonds : 

II- 13 11-15 13-13 13-14 14-15 31-33 31-35 33-33 33-34 34-35 
sxaet/norm bonds t 

1-a 1-9 I-IO 3-3 3-4 4-5 4-8 5-6 5-7 ll-ia 11-15 11-19 13-13 13-14 

14-15 19-30 19-31 33-33 33-30 32-33 33-34 34-35 35-36 35-39 36-37 36-38 31-33 31- 

35 31-36 

33-33 33-34 34-35 36-37 3C-38 



CASREACT now has more then 13 million i 



Some CASRSACT records are derived from the ZIC/VINITI detabaee (1974-1999) 
provided by XnfoChem, IHPI data prior to 1986, and Biotransformations 
database compiled under the direction of Professor Dr. Klaus Kieslich. 

This file contains CAS Registry Numbers for easy and accurate substance 
identification. 

>> s 11 sss sam 

SAMPLB SBARCH INITIATED 08(19:31 PILB 'CABRBACT' 

0 RBACTI0N8 TO VERIFY FROM 



OltC.8 

Msteh level : 

1:CLAS8 StCLASS 3iCLASS 4:CLASS 5:CLASS 6:CLASS 7:CLASS 8:CLAS8 9:CLA8S 

lOiCLASS lliAtom 13iAtom 13!AtOm 14iAtom IStAtem 19iCLAS8 aOsCLASS 31:CLASS 33:CLASS 

33 : CLASS 

34iCLASS 25:CLASS 36:CLASS 37:CLASS 38sCLASS 39:CLASS 30:CLASS 3l!Atom 33:Ata« 33:Atom 
34: Atom 35:Atom 36:CLASS 37:CLAS8 3a:CLA88 
fragments assigned product role: 
containing 33 

fragments assigned reactant/ reagent role: 
containing 1 
containing 11 



LI STRUCTURE UPLOADED 

-> d 

LI HAS NO ANSWERS 
LI STR 

• STRUCTURB OXAORAH TOO LARGE FOR DISPLAY • AVAILABLE VIA OFFLINE PRINT < 
Structure attributes must be viewed using STN Express query preparation. 



100. Ot DONE 0 VBRZPISD 

SSARCa TIMBt 00.00.01 



PULL FILE PROJECTIONS I ONLINE 



PROJECTED VBRZPXCATXONSi 
PROJECTED ANSWBRSi 



0 BIT RXH8 



0 TO 
0 TO 



■> s 11 sss full 

FULL SEARCH INITIATED 08:19:30 FILB rCASRBACT* 
SCREENINO COMPLETE - 14 REACTIONS TO VERIFY FROM 



100.0% DOHB 14 V8RZPIBD 

SBARCH TIMB: 00.00.01 



1 SEA SSS FUL LI ( 



2 HIT RXN8 



2 RBACTIONS) 



4 DOCUMENTS 
1 DOCS 



-> d ibib sbs hitstr 

<HIT8TR* IB NOT A VALID FORMAT VOR PILE 'CASRBACT* 



The following ere valid formats: 



' OX and AB 
BIB. AB. IND, RE. Single>step Reactions 



1(VS6I.754 Si447 Pglyyrt H^v)in ilML Robert H»vllii 

APPS Al, PRAI as Che specification. All of Che fortnata, except CRD, CR0R5F. • FHIT, PATH, 

BIB AM. plus Bibliographic Data PPATN. SPATH. PSPATH. FCRD, FCRSREP, HIT, RX, RXO, RXS, SCAN, and OCC. nay 

CAN Liac of CA abacract nunbera without anawer number* be uaed wich Che DISPLAY command to display Che record for a specified 

CBIB AN. plus Compresaed Bibliographic Data Accession Nuniber. 

DALI> ALL, delimlced {end of each field identified} 

lABS ABS, indented with text labels ENTER DISPLAY FORMAT (PCRDRSF) send 

lALL ALL, indented with text labels 

IBJB RIB, Indented with text labels -> d ibib abs hit 

IND Indexing data 

IPC International Patent Classifications 

ISTD STD, indented with text labels L3 ANSWER 1 OF 1 CASREACT COPYRIGHT 3007 ACS on STN 

OBIB AN, plus Bibliographic Data (original) ACCBSSIOH NUMBER: 142:113909 CASREACT Pull- text 

OIBIB OBIB, indented with text labels TITLE: Process for preparation of N- (oxidopyridinyl) 

L-prolinaraide derivatives 

SBIB BIB, no citations INVBNTOR(S}: Slade. Joel; Vivelo. James Anthony; Chen, Ouang-Pei; 

SIBIB IBIB, no citations Bajwa. Joginder Singh; Parker, David John 

PATBMT AS8I6HBS(S) : Novartis A.-O.. Svits.; Novartis Phazw O.m.b.H. 

KAX Same as ALL SOURCE: PCT Int. Appl., 34 pp. 

PATS PI, SO CODEN: PIXXD2 

SCAN TI and FCRD (random display, no answer number. SCAN DOCUMENT TYPE: Patent 

must be entered on Che same line as DISPLAY, e.g., LANGUAGE: English 

D SCAN. I FAMILY ACC . NUM. COUNT: 1 

SSRX Single-Step Reactions (Map. Diagram, and Summary for PATENT INFORMATION: 

all single- step reactions) 

STD BIB, IPC, and NCL PATENT NO. KIND DATE APPLICATION NO. DATE 



CRD CompaeC Display of All Hit Reactions NO 2005000835 Al 30050106 NO 2004-BP691S 30040635 

CRDRBF Compact Reaction Display and SO, PY for Reference W: AB. AO. AL, AH, AT, AU, AZ, BA, BB, BO, BR, BN, BY. BZ, CA. CH. 

FBIT Reaction Map. Diagram, and Summary for first CN, CO, CR, CU, CZ, DB, DK, DM, DZ, BC, SB, EG, BS. FI, OB. OD, 

hit reaction QB, OH, OM, HR, HU, ID, IL, IN, is, JP, KB, KO, KP, KR, KZ, LC, 

FHITCBIB --- FHIT, AN plus CBIB LK, LR. LS, LT, LU, LV, MA, MD, MO, MK, MN, MN, MX, MZ, KA, NX, 

FCRD First hit in Compact Reaction Display (CRD) format NO, NZ, OK, PO, PH. PL, PT, RO, RU, SC. 5D, SB, SO, SK, SL, fiY. 

FCRDRBF First hit in Compact Reaction Display (CRD) format with TJ. TM. TN, TR, TT, TZ. UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

CA reference information (SO, PY) . (Default) RWi BW, OH. OM. KB, LS, MW, MZ, NA. SD, SL, SZ, TZ. UO. ZM. ZW, AM, 

FPATH PATH, plus Reaction Summary for the -long path- AZ. BY, KO, KZ, MO. RU. TJ, TM. AT. BE, BO. CH. CY, CZ, DB, DK, 

FSPATH SPATH. plus Reaction Suimaary for the -short path" BB, BS, FI. PR, OB, OR, HU, IB. IT, LU, MC. ML, PL, PT, RO. SB, 

HIT Reaction Hap, Reaction Diagram, and Reaction 61, SK. TR, BF, BJ. CF, CO. CI, CM, OA, OH, 00. OH. ML, HR, NB, 

Summary for all hit reactions and fields containing SN, TD, TO 

hit terms AU 3004251876 Al 300S0106 AU 3004-351876 3004063S 

OCC All hie fields and the number of occurrences of the CA 3530143 Al 30050106 CA 3004*3530143 30040635 

hit terms In each field. Includes total number of BP 1641778 Al 30060405 BP 3004-740334 30040635 

HIT. PATH. SPATH reactions. Labela reactiona that have R: AT. BB. CH. DB, DK, BS. FR. OB, OR, IT. LI. LU. NL. SB. MC, PT. 

incomplete verifications. IE, SI, FI, RO, CY, TR. BO, CZ. SB, HU. PL. SK 

PATH - Reaction Map and Reaction Diagram for the -long BR 3004011931 A 30060815 BR 2D04-11931 3004063S 

path-. Displays all hit reactions, except those CN 1839710 A 30060906 CN 3004-00031438 30040635 

Whose steps are totally included within another hit. US 3007060753 Al 30070315 US 3005-561754 30051331 

reaction which is displayed PRZORZTV APPLH. INFO.: US 3003>4a3686P 30030636 

RX Hit Reactions (Map. Diagram, Summary for all hit reactions) HO 3004-BP691S 30040635 

RXO Hit Reaction Oraphica (Map and Diagram for all hit reactions) OTHBR 80URCB(8)i MARPAT 143tll3»05 

RXL Hit Reaction Long (Map. Diagram, Summary for all hit reactions) OZ 

Kit Reaction Summariera (Map and Summary for all hit reactions) 

SPATH Reaction Map and Reaction Diagram for the "ahort 



path-. Diaplaya all aingle aCep reaction* which 
contain a hit aubstance. Also diaplaya those 
multistep reactiona that have a hit aubstance in both 
the first and last stepa of the reaction, except for 
those hit reactions whose steps are totally included 
within another hit reaction which is displayed 

To dieplay a particular field or fields, enter the diaplay field 
codes. For a list of the display field codes, enter HELP DFIELDS 
at an arrow prompt (*>) . Examples of combinations include: O TI; 
D BZB RXi D TI. AU, FCRD. The information is displayed in the same order 
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O^^HHRl 1 B fen II 



CBO 8u 



AB A procaaa for the preparation of title compda . of formula I (Y > a OH protecting group; 
-(hetero)aryl; R3-R3 - independently H or alkyl, or R2R3 and/or R4R5 ■ cycloalkyl; X - 
CH3, S, CH(OH), etc.; n « 0-3] is disclosed. For example, contacting II«TsOH with IN 
Ha3C03 in BtOAc to move TsOR and oxidation by H303 gave III (R - H) . Formylation of HI 
with formic acetic anhydride gave HZ (R - CHO) . Reaction of III with HBr salt of H- (5- 
fluoro-3-pyridinyl) •3-pyrrolidinecarboxamide, followed by oxidation . gave IV. Thus, the 
present invention provides a process producing the title compound, which are useful to 
prepare certain antibacterial N-formyl hydroxylamlne compds. as peptide deformylase 
inhibitors. 

RBFBRBNCS COUNT t 3 THBRB ARB 3 CITED RBFBRBNCB8 AVAZLABL8 FOR THIS 

ALL CITATIONS AVAILABLB IN THB RB FORMAT 



RX(3} OF 10 ...L + O > P.. 



Rl 



Lt CN 3 > ' 



RCT L 821774-93-0 

STAOB(l) 

ROT Q 77-93-9 Citric acid 

SOL 7733-lB-S Hater. 141-7S-6 AoOBC 

CON SUBSTAOBd) room temperature 

srasTAa8(3) 10 minutes, roon temperature 

STAaB(3) 

RCT O 831774-35-2 

ROT R 3592-95-3 1-Benzotriasolol. 8 109-03-4 
N-Methylmorpholine. T 35953-53-8 BDAP 

SOL 7733-18-5 Water 

CON StnSTAOBd) room temperature 

SUBSTAOB(3) room temperature •» 5 deg C 
8UBSTA0BO) rocM temperature 
SUB9TAOB(4) overnight 

PRO P 478913-93-7 



RX(7) OF 10 COMPOSED OF RX(3) , RX(4) 
RX{7) L 4^ O •-•> U 



Robert Haviln 



L. CM 1 n-Bu^"-^ --CI 



N O "*V^' 



Htf561.7S4 
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RCT L 621774-93-0 

STAGS (1) 

ROT O 77-92-9 Citric acid 

SOL 7732-1B-5 Water. 141-78-6 AcOBt 

CON SUBSTAOB(l) room temperature 

SUBSTAOS(a) 10 minutea, reon temperature 



STAOXa) 
RCT 
ROT 



o Sam4 -55-2 

R 3S93-9S-3 1 - Benzotriasolol , S 109-02-4 
N-Mathylraorpholine, T 35952-59-8 BDRP 
SOL 7733-10-5 Hater 
CON SUBSTAOBd) room temperature 

SUBSTAa8(3} room temperature -> 5 dog C 
SUBSTAOBO) room temperature 
(4) overnight 



PRO P 478913-92-7 



1W561.7S4 



provided by InfoChcn. 



STRUCTURE FILE UPDATES: 
OICTIONARY FILE UPDATES: 
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38 MAY 3007 HIGHEST RH 93S9M-19-3 
28 MAY 3007 HIOHBST RM »3S99»>19-3 



New CAS InfonnatioB Uaa Policiaa, enter HELP USAOBTERMS for detail*. 

TSCA INFORNVTION NOH CURRENT THROUQH December 2, 200« 

Please note that aearch-term pricing does apply when 
conducting SmartSBLECT aearchee. 

REOISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in RBOISTRY, refer tot 

ht tp i / /www . cas . org/ support / s tngen/ stndoc/prope rt ie s . html 



Unloading C:\Program ril«a\8tnexp\Queries\l0.5617S4\clml4 eropl.atr 



Robert Havlln 



RCT P 478913-93-7 

ROT V 109S36-69-8 3-H03CC6H4C03M .Hg 

PRO U 476913-93-0 

SOL 100-31-4 Acetic acid, 1-nethylethyl ester, 

COM SUBSTAOBd) room temperature 

SUBSTA08(3) 17 hours, room temperature 

NTB %forlcup 



7733 -18-9 Water 



■> d coat 

COST IN U.S. DOLLARS 

COKHBCT CHARGES 
NETWORK CHARGES 
SEARCH CHARGES 
DISPLAY CHARGES 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR OUALIFYIMO ACCOUHTS) 
CA SUBSCRIBER PRICE 

IN FILE 'CMRBACT* AT 08:20:14 ON 30 MAY 2007 

•> file rag 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT MOUNTS (FOR OUMiIFYINS ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
0.78 
0.12 
113 . 10 
S.73 



130.73 



SINCE FILE 
ENTRY 
-0.73 



SINCE FILE 
ENTRY 
131.63 

SINCE FILE 
ENTRY 
-0.73 



TOTAL 
SESSION 
1.33 
0.34 
113.10 
6.73 

131.39 

TOTAL 
SESSION 
-0.73 



TOTAL 
SESSION 
133.39 

TOTAL 
SESSION 
-0.7J 



r 





chain nodee : 

1 3 3 13 13 14 15 16 32 33 24 
ring nodes : 

4 S 6 7 8 17 18 19 30 31 
chain bonds : 

1-3 1-3 4-12 12-13 12-14 15-18 15-16 17-23 22-23 22-24 
ring bonds : 

4-5 4-8 5-6 6-7 7-8 17-18 17-21 18-19 19-30 30-21 
exact/norm bonds ; 

1-3 1-2 4-5 4-0 4-13 5-6 6-7 7-8 13-13 13-14 lS-18 15-16 17.18 17-21 
17-33 18-19 19-30 30-31 33-33 33-34 



FILE •RBOISTRY* ENTERED AT 08)31:37 ON 30 MAY 2007 

USB IS SUBJECT TO THE TERNS OF YOUR STN CUSTOMER AORBEMENT. 

PLBASB SEE "HELP USAOBTERMS" FOR DETAILS. 

OOPYRIOHT (C) 3007 Anarican Chemioal Society (ACS) 

Property valuaa tagged with IC ar* from the ZIC/VINITI data file 



01:C.S 

Match level \ 

liCLASS 3:CLAS8 3tCLASS 4tAton S:Atom CiAton 7:Atom •:Aton 
14:CtASS 1S:CLASS 16:CLASS 17:Atoa ISiAtom 19:Atom 20:Atan : 
24:CLA8S 



IS 13 1 CLASS 
22:CLASS 23:( 



10/56K7S4 



fragments assigned product role: 
containing IS 

fragments essigned reactant/reagent role: 
containing 1 
containing 4 
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FULL FILE PROJECTIONS: ONLINE **COMPLBTB*< 
BATCH •*COMPLKTB*« 
PROJECTED VERIFICATIONS: 38776 TO 33504 

899 TO 1901 



RgfrtrtHavliii 



LS 



I SBA SSS 8AM L4 ( 930 REACTIONS) 



L4 STRUCTURE UPtAADED 

-> d 

L4 HAS NO ANSWERS 
L4 STR 

• STRUCTURB DIAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT • 
Structure attributes must be viewed using STN Express query preparation. 



L5 ANSWER 1 OF 50 
ACCESSION NUMBER: 
TITLE: 



» file I 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE TOTAL 

ENTRY SESSION 

0.4S 133.74 

SINCE FILE TOTAL 

ENTRY SESSION 

0.00 -0.73 



PILE 'CASREACT' ENTERED AT 08j31«S6 ON 30 MAY 3007 
USB IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AORBEMENT 
OOPYRIOHT (C) 3007 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles eo which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after Deceiaber 
3C. 1996). unless otherwise indicated in Che original publications. 

FILB COMTB)rr:1840 - 27 Msy 2007 VOL 146 ISS 23 

New CAS Information Use Policies, enter H8LP USAOBTERMS for details. 



CASREACT COPYRIGHT 2007 ACS on STN 
146:143133 CASREACT Full -text 
Epimerization Reaction of a Subatituted 
Vinyloyolopropane Catalyzed by Ruthenium Carbenesi 
Mechanistic Analysis 

Zeng, Xingzhong; Wei, Xud«ig; Farina, Vittorio; 
Napolitano, Elio; Xu. Yibo,- Zhang. Li; Haddad. Nlsar: 
Yae, Nathan K. ; Grinberg, Nelu; Shen, Sherry; 
Senanayake, Chris H. 

Department of Chemical Development. Boehringer 
Ingelheim Pharmaceuticals, Inc., Ridgefield, CT. 
06877. USA 

Journal of Organic Chemistry (3006), 71(33), 8864-8875 
CODBN: JOCBAHi ISSN: 0032-3263 
American Chemical Society 
Journal 
English 

A novel ruthenium carbene- catalyzed epimerization of vinylcyclopropanes is reported. The 
reaction rate etrongly depends on the presence of ruthenium ligands in solution When the 
first -generation Grubbs catalyst is employed, a 5.3:1 equilibrium ratio of epimers is 
established quickly, but when e first -generation Hoveyda catalyst is employed, 
epimerization la obeerved only if an addnl. phosphine or nitrogen ligand is added. NMR 
and kinetic atudles suggest that the iaomerixation reaction occurs through the 
intermediacy of a ruthenaoyelopentene . The obaervation suggests that 
cyclopropyliiiethylidena ruthenium earbenes of synthetic utility may be aeceaelble via 
ruthenaoyol«p«nt*nea obtained via other routes. 

71 THSRB ARB 71 CITBD RBFBRBNCBS AVAILABLB FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 



AUTHOR (S) : 



CORPORATE SOURCE: 



PUBLISHER: 
OOCUMBWr TYPE 



RX(7) OF 77 



2 ...» AA... 



CASRBACT now has more than 13 million reactions 



Some CASRBACT records are derived from the ZIC/VINITI database (1974-1999) 
provided by InfoChem. INPI data prior to 1986, and Biotransformations 
database compiled under the direction of Professor Dr. Klaus Kieslich. 

This file containa CAS Registry Numbers for easy and accurate substance 

identification. 

-> s 14 

SAMPLE SEARCH INITIATED 08:31:59 FILB 'CASRBACT' 

SCRBBHiHO COMPLBTB - 1S57 REACTIONS TO VERIFY FROM 83 DOCUMENTS 



100.0% DONE 15S7 VERIFIED 930 HIT RZNS 

INC0MPLBT8 SBARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIMB: 00.00.01 



14/447 



RofrtrlHaYlIn 



1UI(7) RCT X 9JS317O0.5 

STMIB<1) 

ROT AB 7647-01>0 MCI 

80b 7732-ia-5 Water. 139-91-1 Dioxane 
CON 3 houra. room temperature 

STAOB(3} 

RCT Z 7«91fi7-55-7 

ROT AC iaS700-67.« Benzotriasollum der, R 70a7>6«-S BtN(Pr-i)3 

SOI. 75-09-3 CH2C13 

CON 1 hour, room temperature 

PRO AA !>ia2!>l-9«-6 



RXdO) OF 77 3 AI ..-> AJ + AF 



r 




^<tH2)S ^ *^.o^ 



' STRUCrURB DZAORAH TOO LAROB FOR DISPLAY • AVAILABLB VIA OPFLINB PRIOT * 

PAOB 1-A 



' BTRUCTURB DXAORAM TOO LAROB FDR DISPLAY - AVAILABLB VIA OFFLINE PRINT ' 




C 



Rg|?«1H«Ytln 



RX<10) RCT AI 913391-94-3 

PRO AJ 913391-9S-3, AF 913391-99-7. AA 913291-98-6 

CAT 173333-30-9 Ruthenium, dlchloro(phenylmethylene)bia (tricyclohexy 

Iphoaphine) (SP-5-31)- 
80L 10e-a»-3 PbMe 
OOH SO deg C 



RX(30) OF 77 a AI ♦ 3 a -•-> BX •» BL 



^(CH3)5 ^ C 



CI- ^1 CI- 



CX>KjO 

05 60 



• STRUCTURB DXAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINB PRUTT • 




RX(aO) RCT AI 9ia391-9«-a, O 173333-30-9 
PRO BK 919530-94-3. BL 919S30-9S-3 
SOL 1C6S-00-5 CDSCia 



17/447 



OOH room tanparaturo 



RX(31) OF 77 COMPOSED OF RX(«). RX{7) 
RXOl) 0 * H * Z — > AA 



O,^^^ OBu - 1 



Robtrt Havlin 



PRO 
NTS 



X »15317-30-5 
atereoael«cC ive 



Robert Havlln 



RCT X 915317-30-5 

STAOBd) 

ROT AB 7647-01-0 HCl 

BOU 7733-18-5 Hatar, 133-91-1 Dloxane 
CON 3 houra, room tenparacure 

STAOBCS) 

RCT Z 7691S7-55-7 

ROT AC 135700-«7-6 Benzotriazoliua der. R 70S7-CB-S Btll(Pr-i)2 

SOL 7S-09-3 CH3C12 

CON 1 hour, room cemparatura 

PRO AA 9ia391-S)S-« 



L5 ANSWER a OF 50 CASREACT COPYRIOKT 3007 ACS on STN 



ACCESSION NUMBBRi 
TITLE: 



AUTHOR (S) : 
CORPORATE «>URC8: 



PUBLISHER: 
OOCUMEKT TYPE: 



146:63144 CASREACT Ful l ; text 

Syntheaia and biological evaluation of a naw catagory 
of purina-nuolaoaida analoguaa 

Li, Da-Liang; Bao, Hong-Li; Tan, Oi-Tao; Ka. Yu-Ping; 
You. Tian-pa 

Dapartment of Cheniatry, Uhiveraity of Scienea and 
Technology of China. Hefei. Anhul, 330036. Peop. Rep. 
China 

Chineaa Journal of Chaniatry (3005), 33(13), 1659-1664 

CODBH: CJOCBV; ISSHt 1001-604X 

Shanghai Inatitute of Organic Chemiatry 

Journal 

Bngliah 




HO^^OH 



tCT Q 915317-37-0, If 63-33-7 

STAOB(l) 

ROT H 603-35-0 PPh3 

SOL 109>9»-9 THF 

CON roon tanparatura -> o dag C 

STAaB(3) 

ROT Y 3446-63-5 M3 (C0aCHMa3} 3 
SOL 109-99-9 THF 
COM <S d«9 C 



Convenient procedure for coupling of 1 , 3. 3 , 5-tetra-O-acetyl -p-D- rlbofuranoaa and 4- 
nitroimidazole waa provided to obtain P-anomer aa major product. A novel category of 
nucleoaida analoga. e.g. I. with an inidasole baae noiety bearing amino-acid reaidue waa 
deaigned and aynthealzed to develop aelective and effective antiviral agenta. The title 
compda. were evaluated for the antl-HBV activity to find that only I exhibita cytotoxicity 
(MIT aaaay) at XCSO 0.3436 iimol/L and anti-HBV activity at HbeAg and CC50 15.31 |nol/L. 

THBRB ARB 3S CITBO RBFBRBNCBS AVAILABLE FOR THIS 
ALL CITATIONS AVAXLABLB IN THB RE FORMAT 



,..K —> AS 



J21ML. 



Bftfrtrt Havlln 



10/561.754 



the pentapeptide fragment Pmoc-Val-Pro-Oly-Val-Qly- OBzl of elaatin and the difficult 
highly hindered coupling* of a,a-dialkyl«nino acida are reported. 
REFERENCE COUNT: 37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS 

RSCORD. ALL CITATIONS AVAILABLE IN THB RB FORMAT 



RX(14) OF 31 ,.,AU + AC —> Al 



YIELD *S» 



RCT H 053363-12-1 

ROT AC 7664>41-7 NH3 

PRO AH 917003-06-8 

SOL 67-56-1 MeOH 

CON 34 - 48 houra, roen temperature 



l-Pr. 

0*^CX 



ANSWER 3 OF 50 CASREACT 



PUBLISHER: 
DOCUMENT TYPE 
LANQUAOE: 



COPYRIQHT 3007 ACS on STN 
145:419451 CASREACT Full- text 

Rapid and efficient ayntheaia of the pentapeptide of 
elaatin protein and peptidea containing highly 
hindered a,a-dlalkyl amino aclda employing 
Fmoc-emino acid chlorldea under aierowave irradiation 
in the aolution phaae 

Tantry, Subramanyam J.; Rao, R. V. Ranana; Babu, V. V. 
Bureah 

Department of Studiea in Chemiatry, Bangalore 

Univeraity. Bangalore. S60 001. India 

ARKIVOC (Oaineaville, FL, United Stataa) (3006). (1), 

31-30 

CODENi AOFUAR 

URLt httpi //www. arfcat-uea.org/arkyjoiumal/a006/I01 Pen 
eral/lS76/OS-1576S%30aa%30publiBhed%30mainmanu8cript.p 
df 



Ph-^ ^< 



i-Fr-^jl^"^^^' 



Arkat USA Inc. 

Journal; (online computer file) 
Bngliah 

A rapid and efficient ayntheaia of peptidea in aolution employing Pmoc-amino a 
chlorldea under microwave irradiation 1* deacrlbed. A compariaon atudy of the 
aaaiated method with thoae of conventional peptide ayntheaia uaing acid chlorldea and 
varioua coupling additivea haa been performed. It haa been found that, in general, the 
fomacion of a peptide bond, employing Fnoc-amino acid chloride and sine duat or TBDMS-Ofit 
under microwave Irradiation la complete in 30-45 a with 90% yield of pure iaolated 
peptide. Bnqiloying sine duat aa a coupling additive, the ayntheaia of aeveral dipeptidea. 




RX(14) RCT AH 91185B-4S-S 



Robert Havlin 



STAGE (1) 

ROT AO 4097-89-6 1 . 3 -Ethanedianine, Nl.Nl-bl* O -aaiinoethyl ) - 

SOL 7S-09-2 CH2C12 

CON 20 minutea, room tentperaturs 



8TAOB(a) 

RCT AC 103321-53-S 
ROT D 7440-66-« Zn 

SOL •H'09'2 CHacia 

CON 30 



PRO AI 9110S0-49-C 

HTB microwava Irradiation in ataga 2 



PAOK I'B 

ICH2)3 



MH2 



Robert Havlln 



LS ANSHBR 4 OP 50 CA8RBACT COPYRIOHT 3007 ACS on STN 



ACCB88I0N NUMBBR 
TITLS; 
AUTHOR (S) t 
CORPORATB SOURCE 



SOURCB) 



PUBLISHER! 
DOCUMENT TYPB: 



145i3SllC« CA8RBACT Full-taxt 

Protaaaa>Hodul«tad Callular Uptake ot Quantum Dots 
Zhang, Yan; So, Min Kyung; Rao, Jianghong 
Biophyaica, Cancar Biology and Molecular Xaaging 
Programa, Department of Radiology, Stanford Univaraity 
school of Kediclne, Stanford. CA. 94305-5464. USA 
Nano Letter* (3006), 6(9), 1958-1992 
CODEN: HALEFD; ISSN: 1S30-69S4 
American Chemical Society 
Journal 
Bngliah 

AB Quantum dota (QDa) are often cell -impermeable and require traneportera to faeilitate 

croaaing over call membranes. Here the author* preaent a aimple and versatile method that 
utilizea enzymea, matrix metalloproteaae 3 (HHP-3) and HHP- 7, to modulate the cellular 
uptake of QDa. QD-p«ptide conjugatea could be efficiently taken up into cells after the 
MKP treatment. Thia enzyme •modulated cellular uptake of QDa may be applied to other 
nanopartlclea for biol . imaging and aelective drug delivery into tuoor cella. 

RBFBRBNCB COUMTi 38 THERE ARB 38 CITED RBFBRENC6S AVAILABLE FX3R THIS 

RECORD. ALL CITATIONS AVAILABLE IN THB RB FORMAT 

RX(1) OP 14 A + B — > C 



■ i-'^si 

C02H 



'■^-^ ^^^(^^ 

-^c, 



HN^*^NHa 



^3/447 



Robert Hsvtin 10/S6I.7S4 



24/447 



Robert HsvUn 



NH 



I O-^^H-^^Btt-i 
HN-i^^NHa 



^ MHa 

NH2 




PAGE 1-B 

(CH3>3 




-^N8a 
— I'-'^si 



RX(1) RCT A 910217-61-7, B 910317-63-8 

ROT D 7087-Ca*5 BtN(Pr-i)a 
PRO C »102i7-63-9 




RX<4) OP 14 ...A ♦ II — > O 



^^'NB 

1 



"^NH 
HN^*^IIH2 



STRUCTURB DIAGRAM TOO UUlOB FOR DISPLAY - AVAILABLE VIA QPFLINB PRINT • 

PAOl 1-B 



-irl 




PAOS 1-B 



f 6 H02C„^^^JI O H02C,.,^^J B H02C. 



NH2 



O 



H02C-^ 




RX(4) RCT A 9102Z7-51-7. N 9103I7-64>0 

ROT D 70B7-Ca-5 BtN(Pr-i)a 

PRO O »10217-6S-1 

SOL fiS-ia-a DMP 



RX(S) or 14 ...R ♦ T «-•> U 



1WS61.754 



^{7/447 



Robert Haviln 10/561.754 



M/447 



Robert Havlln 




RX(«} RCT R 3S013-72-0. T 910217-66-2 

ROT S 538-7S-0 DCC 

PRO U »10317-fi7-3 

SOL 68-ia>a DHV 



RX(7) OF 14 ...R ♦ V »■> M 




O i-Pr 0 i-B« 

-(I-^MH2 



• STRUCTURB DIAGRAM TOO LAROS POR DISPLAY - AVAILABLE VIA OFPLINB PRINT • 



0 





1^ 



Robert Havlln 



RX(IO) OP 14 COMPOSED OP RX(3), RX{4) 
RX(IO) !3 « N * A -«> O 



(CH2)r 



NH3 0 



^^^^^ CO3H ^ l-UJM 



I 1 ^ 



O^^Ii ^(CH2)3 



RCT R 35013'73-0. V 9l0ai7-6»-S 

ROT S S38-7$-0 DCC 

PRO N 910317-70-e 

SOL Cd*13-3 OMP 



31/447 



Pqfrtrt Havlln mSUSL. 



32/447 



Robert Havlln 



■ 1^*^81 

«>2B 



NH O 

NH3 (■"'''^'^■'''''^€0211 

MO 70"^ 



RCT a ai!>391'21'2, M 54907-61-B 

ROT D 7067-60-5 EtN(Pr-i)a 

PRO N »10ai7>64-0 

SOL SS-ia-3 DM7 

RCT A 910317-61-7, H 910317-S4-0 

ROT D 70BT.68-S BfcN(Pr-i}3 

PRO O 910317-65-1 

SOL <8-13-3 DMP 



RXdl) OP 14 COMPOSED OP RX(S) . RX(«) 
RX(ll) P Q •» T ' -»> U 



STRUCTURE DIAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OPPLIMB PRINT < 






34 / 447 



Robert HavHn 




(CH2 ) 3^ 



i-Pr 0 



9^, 

ft H02C. 




HH L JL ^(CHa)4 



"^"^ (CH3)3 




RX($) RCT P 53-05-S, 0 fiOfiS-Sa-fi 

ROT a 538-75-0 DCC 

PRO R 35013-73-0 

SOL ««.12-a DMP 

RX(6) RCT R 3S013-7a-0, T 910317-66-2 

ROT S 53S-7$*0 DCC 

PRO U 910317-67-3 

SOL 68-ia-a DM7 



RX(13) OF 14 COMPOSED 07 RX(S), RX(7) 
RX(13) 9 * Q * W -•.> H 



lfi£5§LZ24 ??/447 RftbtrtHflYllq lQ/g^l.7M 36/447 Robert Havlln 



NH3 



8TRUCTURB DIAORAH TOO UUtOS TOR OISPIAY - AVAZLABLB VIA OFFLINE PRIIR- • 



PAOB l-B 

.CO3H 



X 




RCT P Q 60e6-83-S 

ROT S S38-75-0 DCC 

PRO R 35013-73-0 

SOL C8-13-3 DMP 



RCT R 3S013-73-0. V 910317-69-9 

ROT S 538-75-0 DCC 

PRO W .7103i7-70-a 

SOL 68-13-3 DMP 



RXC14) OF 14 COMPOSBD 07 RX(3), RX(3), RX(4) 
RX{14) 3B4^ 7* M^A •»> O 



Nl 





0 T^'^'^o r-- 



PAOB 1-B 

(CH2)3^ 




40/447 



RgfttrtHflYlIn 



which ccmprisea (1) reacting Cz-anB-4> hydroxy •L>prolina and p-nitrobenzyloxycarbonyl 
chloride; (3) reacting m-nltrobenzoic acid and thlonyl chloride, then reacting with allyl 
ale. Cor allyl m-nitrobenzoate; (3) tin dichloride reducing allyl m-nitrobenzoate for 
ally! m-aninobanioate; (4) reacting product of atep 1 and allyl m-aninobenzoate; (5) 
matbaneaulfonyl chloride treating product of step 4; («) reacting product of step S with 
potassium thloseatate; (7) hydrolyzing product of step 6 for final product. This 
invention provides enTironnent friendly method for preparation of title product with low 
cost. 



ROT J 76-05-1 P3CC03H 
SOL 7S-09-a CH3Cia 



RX(S) OF- 34 . . .Q * T — > U. . . 



RCT B ii39iB-aa-e. p sssifi-u-a 

STAQBd) 

ROT H 94790-37-1 HBTU, D 70fl7-fiS-$ Btll(Pr>i)a 
SOL 6B-13-a DMr 

STAaB(3) 

ROT I 110- 89-4 Pipsridine 




0. ,o 

v 

Cl-^^CHJ 



PRO O 315391-31-3 

RCT O 315391-31-3, M S4907-61-8 

ROT D 7087-68-5 BtH<Pr-i)3 

PRO N 910317-64-0 

SOL 68-13-3 DMP 

RCT A 910217-C1-7. N 910317-64-0 

ROT D 7067-6S-S EtN(Pr-i}a 

PRO O 910ai7-«S-l 

SOL 68-ia-a DMF 




Me^ 



LS ANSNBR 5 OP 50 
ACCSSSIOH NUMBER: 
TITLSt 



INVENTOR (S) : 
PATENT ASSIONBBCS) : 
SOURCE : 

DOCUMENT TYPE: 



COPYRIQHT 3007 ACS on STN 
145:124445 CAB REACT Full-text 
Proceaa for preparation of <2S, 4S) -1- {4- 
nitrobenzyloxycarbonyl) -3- (3- 

(allyloxycarbonyl } phenylaninocarbonyl ] pyrrol idine -4 - 
thiol 

Zhang, Nanbin; Liu. Dalong; Luo, Li; Xie, Pang 

Shanghai Jiao Tong university, Peop. Rap. China 

Faming Zhuanli Shsnqing Oong)eal Shuomingshu, 9 pp. 

COOBN: CHXXBV 

Patent 

Chinsss 



PATENT MO. 



KIND OATB 



APPLICATION NO. 



OATB 



CN 1753073 A 30060339 CN 200S - 10030662 200S1020 

PRIORITY APPLN. INFO.: CN 200S>10030662 200S1020 

AB This invention relates to a nethod for preparation of (2S,4S) -1 > (4> 

nitrobenzyloxycarbonyl) -3- (3- (allyloxycarbonyl )phenylaminocarbonyl) pyrrol! dine-4-thiol , 



RX{5) RCT O a»«731-55-a, T 134-63-0 

ROT L iai-44-a Stan 

PRO U 89S731-56-9 

SOL 75-09-3 CKacia 

CON 40 ninutos, room tanpsratura 

RX(6) OP 34 ...U « N — » X... 



41/447 



Robert Havlln 1WS6I.7S4 



42/447 




RX(6} RCT U Br)6-731-Sf -9. W 10387-40-3 

PRO X 153774-58-4 
SOL 66-13-3 DMV 

CON SUBSTAOBd) 3 houra, room temp«rttture 

SUB8TAaB<3) roon temperaturtt -> 70 deg C 
SUBSTAOBO) 5 hours. 70 deg C 



RX(7) OP 34 



.X »» Z 



RCT X 153774-58-4 

ROT Kh 1310- 73 -3 NaOH 

PRO Z 153775-54-3 

SOL 107-ia-C Allyl alcohol 

CON 20 mlnutea, 0 deg C 

mm 40% overall yield Crom I 



RX(13) OF 34 COMPOSED OP RZ{5), RX(C) 
RX(13) Q <» T ♦ H —> X 



1WS6K7S4 



43 / 447 



Robert Havlln 



44/^7 



Robert Havlln 




RCT Q 89«731-5S-8, T 134-63-0 

ROT L 131-44-8 EC3N 

PRO U 896731-56-9 

SOL 75-09-3 CH3C13 

OOH 40 minutea. room temperature 

RCT U B96731-56-9. H 10387-40-3 

PRO X 1&3774-SS-4 
SOL 68-13-3 DMP 

CON SUBSTAOBd) 3 hours, room temperature 

SUB8TAaB(a) room temperature -> 70 deg C 
SUBSTAOBO) 5 houra, 70 deg C 



RX{13) OF 34 COMPOSED OF RX{«). RX(7) 
RX(13) U « M ..» 2 



V 



RCT U «96731-5fi-9. H 10387-40-3 
PRO X 153774-SB-4 
SOL 68-13-3 DMF 

CON SUBSTAOBd) 3 hours, roon temperature 

SUBSTAOBO) room temperature -> 70 deg C 
SUBSTAOBO) 5 houra, 70 deg C 

RCT X 153774-58-4 

ROT AA 1310-73-3 NaOH 

PRO Z 153775-54-3 

SOL 107-18-6 Allyl alcohol 

CON 30 mlnutea, 0 deg C 

NTB 40% overall yield from S 



RX(33) OF 34 COMPOSBD OF RX(5), RX(S). RX(7) 

RX<33) Q ♦ T 4^ H mmm> Z 




Y 



T 



STBM 



Robert Havlin 



10/S61.7S4 



46/447 



Robert Havlln 



for use in atudies of distribution and internalization of 5 receptors by confocal laaer 
■canning microaeopy . 

REPBRSHCB COUNT: 44 THERE ARB 44 CITED REFERENCES AVAILABLE FOR THIS 

RBCORO. ALL CITATIONS AVAILABLE IN THE R8 FORMAT 



RX(5) RCT O «9«733.-5S-8. T 134-63-0 

ROT L 121-44-B Bt3N 

PRO U B96731<56-9 

SOL 75-09-3 CH3C13 

CON 40 minutes, room tempcracure 

RX(6) RCT U 896731-S6-9, W 10387-40-3 

PRO X 153774-58-4 
SOL 68-13-3 OMF 

CON fiUBSTAOEd) 3 houra. room temperature 

8UB8TA0E(3) room temperature -> 70 deg C 
SUBSTAOBO) 5 hours. 70 deg C 

aX(7) RCT X 153774-58-4 

ROT AA 1310-73-3 NaOH 

PRO Z l<J377S-54-3 

SOL 107-1B-6 Allyl alcohol 

CON 30 minucea, 0 dog C 

NTE 40% overall yield from 5 

L5 ANSNBR 6 OF 50 CA8RBACT COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBBRi 145:117514 CASRBACT Pull -text 

TITLE: S-H.N-DimethylaBino-a,a-naphthalinides A New 

Environment -Sensitive Fluorescent Probe in fi- 
end |i- Selective Opioid Peptides 
AUTHOR (S ) t Vazquez, M. Bugenlo; Blanco, Juan B.; Salvadori, 

Severo; Trapella, Claudio; Argazzi, Roberto; Bryant, 
Sharon D.; Jinamaa, Yunden; Lazarus, Lawrence H.; 
Negri, Lucia; Oiannini, Bliea; Lattanzi, Roberta; 
Colucci, Mariantonelle; Balboni, Oianfranco 
Departamento de Quimica Organica y Unidad Asociada al 
CSIC, Universidad de Santiago de Compoatela, Santiago 
de COmpostela, 15782, Spain 
Journal of Nediolnal Cheaistry (2006). 4»(12). 

3653-3658 

COOBN: JMCMAR; ISSN: 0032-2623 
American Chemical Society 
Journal 
English 

A new environment -sensitive Cluorophore, 6-N, N- (dlmethylamlno) -3 , 3 - naphthallmlde <60HN) 
was introduced In the 6-selective opioid peptide agonist H-Dint-Tlc-aiu-NB3 and in the ^l- 
eelective opioid peptide agonist endomorphin-2 (H-Tyr-Pro-Phe-Phe-NH3) . Environment-, 
sensitive fluorophores are a special class of chromophorea that generally exhibit a low 
quantum yield in aqueous solution but become highly fluorescent in nonpolar solvents or 
iriien bound to hydrophobic sites in proteins or membranes. New fluorescent 8-selectlva 
irreversible antagonists (H-Drnt-Tia-Olu-NH- (CH2) S-C0-Dap(6Dmi) -NH2 and B-Ont-Tic-Olu- 
Dap(6DHN)-NH3 ) were identified as potential fluorescent prcdws showing good properties 



RX(6) OF 35 



— 0 ^ 0 




0 --^ 0 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPBi 



RX(6) RCT y 8979S9-54-5 

SOT AC 1333-74-0 H3 

PRO AB 897959-57-0 

CAT 7440-05-3 Pd 

SOL 67-56-1 MeOH 

' CON 1 hour, room temperature 



.AD * AF — »> m. 



RgbmHavlln 




0 

\^ ^Oflu-t 



35953-53-8 EDAP 
PRO AO 897959-S9-0 
SOL 68-12-3 DMF 

CON SUBSTAOBd) 3 hours, 0 deg C 

SUB8TAaB(2) 24 hours, room temperature 



RgfrtrtHnYlIn 



RX(8) OF 25 ...AO »i 



1 




AO 

YIELD 83% 



RX(7) RCT AB 897959-57- 8, AF 897959-68-1 

RQT K 3S93-99-2 1-Benxotriasolol , 2 109-03-4 H-Methylmorpholina, AA 



N'-'^^OBu-t 




YIELD 83% 



Robert Havtin 10/S61.7S4 



Robgrt HavHn 



IUt{a) RCT AO 99T9i9'B9-0 

ROT AC 1333-74-0 H2 

PRO AH «»7959-61-4 

CAT 7440>05-3 Pd 

SOL C7>5C-1 M«OH 

COM 1 hour, room temparature 



RX(9) OF 35 



■ All <» AI >•» Aa. 




YIBLO sot 




RX(9) RCT AH »97S<j9-<.a - 4 , Al 3336-33-7 

ROT AK 121-44-0 Bt3N 

PRO AJ asv-ius sa-s 

SOL 64-17-5 SCOH, 109-99-9 THF 

CON 34 hourv, room temperature 

HTB in the dark 



RXtlO) OF 35 . . .AJ — > 




0 

OBu-t 




_SUML. 



Robert Hflvlln 10/56K7S4 



F-t-COaH 
AFi CM 1 AFi CM a 



a/447 



Robert Havlin 



OBu-t 




0-^^Ph 



0^, 



STBM 




,o ph 



RX(IO) RCT AJ 897959-62 -5 

ROT M 76-05-1 P3CC02H 

PRO AN 697959-46-5 

SOL 7732-18-S Water 

CON 30 minutea, room temperature 



RX(ia) OF 2S COMPOSBD OF RX(6)« RX(7} 
RX(13) y * AF —> AO 



YlBl 



RX(e) RCT y a»7»S9-S4"8 

ROT AC 1333-74*0 H3 
PRO AB 897959-S7-a 



Robert Havlln 



C»T 7440-05-3 Pd 

SOL 67-56-1 MeOH 

CON 1 hour, room tenperature 

RCT AB 697959-57-8, AF 697959-6B-1 

ROT K 2593-95-3 1 -Benzotriazolol. Z 109-03-4 H-Hsthylnorpholine, AA 

3S953-S3-S EDAP 

PRO AO S979SS-S9-0 

SOL 68-13-3 OHP 

CON SUBSTAOB(l) 3 houra. 0 dag C 



SUBSTAOB(3) 34 hours. 



RX(13) OF 35 COMPOSED OF RX(7), RX{8) 



I tampvrkture 



35953-53-0 EOAP 
PRO AO 897959-59-0 
SOL 6B-12-3 DHP 

CON SUBSTA0E<1) 3 hours, 0 deg C 

SUDSTA0B(3) 34 hours, room tetnperacure 

RCT AO 897»$9-59-0 

ROT AC 1333-74-0 H3 

PRO AH 897959-61-4 

CAT 7440-0S-3 Pd 

SOL 67-56-1 MeOH 

CON 1 hour, room temperatura 



RX{14} OP 35 COMPO5B0 OF RX(B). 
IUE(14) AU t AI — » ACJ 



0 



.A 



F-t-coaH 



OBU-t 




RX(T) RCT AB S979S9-57-8, AF 8979S9-6B-1 

ROT K 3593-95-3 l>BenKotrlazolol. Z 109-03-4 H-Hsthylnorpholine. 



«/447 



O 

10 ^ 1 

''^J' 0 % 






RCT AO 897959-59-0 

ROT AC 1333-74-0 H3 

PRO AH 8979S9-C1-4 

CAT 7440- OS -3 Pd 

SOL 67-56-1 MeOH 

CON 1 hour, room temperature 

RCT AH 897959-61-4, AI 3336-33-7 

ROT AK 131-44-8 Bt3N 

PRO AJ 897959-62-5 

SOL 64-17-5 StOH, 109-99-9 THF 

CON 34 hours, rooa temparature 

NTS in tha dark 



RJC(IS) OF 25 COMPOSBD OF RX(9), RX(IO) 
RX(IS) AM « AX — > AN 




YtBLO 90 t 



Robert Havlln 



RgfrtrtHwYMn 



RCT AH a9T9S«-61-4, AI 3336-32-7 

ROT AK 121.-44-a Et3N 

PRO M a979S»-6a-S 

SOL 64-17-S BtOH, 109-99-9 THP 

CON 34 hourt, roon temperature 

in the dark 

RCT AJ 897959-62-5 

ROT M 76-05-1 F3CC02H 

PRO AN a07955f-46-S 

SOL 7732-18-5 Water 

COM 30 minutaa, room temperature 



RX(17) 07 35 COMPOSED OF RX(S), RX{7). RX(a) 
RX(17) y * AF ».> AH 



OBu-t 




r-^-coaH 



RCT t e97»S9-54-5 

ROT AC 1333-74-0 HS 

PRO AB S979S9-S7-8 

CAT 7440-OS-3 Pd 

SOL 67-56-1 MeOH 

CON 1 hour, room temperature 

RCT AB 897959-57-8, AP 897959-68-1 

ROT K 2593-95-3 1-Benzotriazolol. Z 109-03-4 M-Methylffiorphollne, 

aS953-53-B EDAP 

PRO AO 897959-59-0 

SOL 68-13-3 DMP 

COM SUBSTAGBCl) 3 houre, 0 deg C 

SUB5TA0B(3) 34 houra. room tenperatura 

RCT AG S97959-59-0 

ROT AC 1333-74-0 H2 

PRO AH BD-JoSS-ei ^ 

CAT 7440-05-3 Pd 

SOL 67-56-1 MeOH 

CON 1 hour, room tenparature 



RX(1») 07 35 COMPOSED OF RX(7) , RX(B). 
RX(19} AB + - AF + AI ---> AJ 



0 

HN^''^^OBu-t 

AFi CM 1 





60 / 447 



RX(30) OF as COMPOSED OF RX(6), RX(7) , RX(a) , RX(9) 
RX(30) Y 4^ AF + AI — > AJ 



OBu- 




RCT AB 897959-57 • 6. AF 897959-68-1 

ROT K 259a- 95- a l-Benzotriasolol. Z 109-03-4 N-Hachylnorpholiiu 

35953-53-8 EDAP 

PRO AO 897959-59-0 

SOL 68-13-3 DMF 

COM SUaSTAOSd) 3 houra. 0 dag C 

SUBSTAOBO) 34 houra, room tanparatura 

RCT AO 897959-59-0 

ROT AC 1333-74-0 Ha 

PRO AH 897959-61-4 

CAT 7440>0S-3 Pd 

SOL 67-56-1 MeOH 

CON 1 hour, room temperature 

RCT AH 897959-61-4, AI 333C-32-7 

ROT AK iai-44-a Bt3N 

PRO AJ a9795!»-C2-5 

SOL 64-17-S BtOH. 109-99-9 THF 

OON 34 hour*, roon temperature 

NTR in the dark 



AFi CM 1 AFi CM 3 




_6U44Z_ 



Robert Hqvlfq ltV561.754 



Robert Hfl\Hn 




0^0 0 



RCT Y 897959- 54 -B 

ROT AC 1333-74-0 H3 

PRO AB 897959-57-0 

CAT 7440-05-3 Pd 

SOL £7-56-1 MoOH 

COM 1 hour, room Cenperature 

RCT AB a97959-57-S. AP S97959-CS-1 

ROT K 3593-9S-3 l*Benzotriazolol, Z 109-03-4 M-Hethylnorphollna 

3S953-S3-8 EOAP 

PRO AO S97959-59-0 

SOL 68- 13 -3 DMF 

CON SUBSTAOBd) i hours. 0 dag C 

SUBSTADB(a) 34 houra. room tenparature 

RCT AO 897959-59-0 

ROT AC 1333-74-0 Ha 

PRO AH 897959-C1-4 

CAT 7440-05-3 Pd 

SOL fi7«S6>l KaOH 

CON 1 hour, room tamparature 

RCT AH B97959-C1-4, AI 332C-33-7 

ROT AK 131-44-B BC3N 

PRO AJ oa-jjjss-ea-s 

80L fi4-17>» BtOH. X09-99-9 THP 

CON 24 houra, roon tanperatura 

vn in tha dark 



— O ^Ph 




RX<31) 07 35 COMPOSED 07 RJC(8), RX(9), RX(IO) 
RX(31) AO * AI — > AN 



Robert Hsvllii 10/561.754 




Robert HavHn 




RCT AO 0979<>SI-&9-0 

ROT AC 1333-74-0 H3 

PRO AH 897959-61-4 

CAT 7440-05-3 Pd 

SOL 47- 56-1 HeOH 

CON 1 hour; room temperature 

RCT AH 897959-61-4, AI 3326-33-7 

ROT AK 131-44-8 Bt3N 

PRO AJ 897959-63-S 

SOL 64-17-5 BtOH, 109-99-9 THP 

OON 34 houra, room tanperatura 

NTS in tha dark 

RCT AJ 897959-S3-S 

ROT M 76-05-1 P3CC03H 

PRO AN a9'7959-'J6-5 

SOL 7733-18-5 Mater 

CON 30 ninutaa, roon tamparatura 




s 



RX(33» OF 39 C0NPO8BD OP RX(7) 
RX(2a) AB + AP AI »< 



RX(8), RX(9). RXUO) 



^Ph V 




C02H 
APt CM 1 



RX(7) RCT AB 897959 -i>7- D , AP B97959>C8-1 

ROT K 2S93-95-3 1 -Benzotrlasolol , Z 109-03-4 N-Hathylnorpholina. 

25952-53-8 EDAP 
PRO AO 897959-59-0 
SOL 68-12-2 DMF 

CON SUBSTAOBd) 3 houra, 0 dag C 



^ IWS61.7S4 



6S/447 





SUBSTAOB(3) 34 hours, room 


tamp«r«tur« 


RCT 


AO 897959-S9-0 




ROT 


AC 1333-74-0 Ha 




PRO 


AH 0979S9>61*4 




CUT 


7440-0S-3 Pd 




SOL 


GT*SC-1 MeOH 




OOH 


1 liour, room tenipeFttturc 




RCT 


AH 897959-C1-4, AI 333fi02- 


•7 


ROT 


AX 131-44-g Bt3H 




PRO 


A<7 697959>63-S 




SOL 


64>17-5 EtOH, 109-99*9 THP 




CON 


34 hours, room Cemperature 




MTK 


in the dark 




RCT 


AJ 8979S9-63-5 




ROT 


M 76-05-1 F3CC02H 




PRO 


AN «97j>S»-46-5 




SOL 


7733-18-5 Nater 




CON 


30 minutes, room temp«r«tur« 



Robert Havlln 



I0«61.754 



Robert Havlln 




RX(34) OP 35 COMPOSED OP RX(6), RX(7), RX(B). RX{9), RX{10) 
RX(34} Y * AV * Al -»> AN 






RCT Y 0979S9-54-S 

ROT AC 1333-74-0 H3 

PRO AB 697959-57-8 

CAT 7440-05-3 Pd 

SOL 67-56-1 MeOH 

COM 1 hour, room temperatura 

RCT AB B»79S9-57-a. AF S97959-CB-1 

RCT K 3593-95-3 1-B«nzotri«solol, Z 109-03-4 N-Mathylmorpholina. AA 

35953-53-8 SOAP 

PRO AO 897959-59-0 

SOL 68-13-3 DMF 

CON SUBSTAOSd) 3 houra, 0 dag C 

SUBSTAasIa) 34 hour*, room ten^ratura 



10/S61.754 



BftfrtrtHflYlIn 



RX(8) RCT AO 8979S9-S9-0 

ROT AC 1333-74-0 H3 

PRO AH 8979S9-61-4 

CAT 7440-05-3 Pd 

SOL 67-5C-1 MaOH 

CON 1 hour, room tamperatura 

RX(9) RCT AH 8979S9-61-4, AI 3336-33-7 

ROT AX 131-44-8 Bt3H 

PRO AJ 897959-63.5 

SOL 64-17-5 BtOH, 109-99-9 THP 

CON 34 hours, room temperature 

NTS in the dark 




RCT AJ 8979S9-63-5 

ROT M 76-05-1 F3CC03H 

PRO AN 897959-4(1 • 5 

SOL 7733-18-5 Water 

CON 30 minutes, room temperature 



LS ANSWER 7 OP SO 
ACCBSSJON HUMBBR: 
TZTLBi 



AUTHOR (S) : 



CORPORATE SOURCE i 



SOURCB: 



CASRBACT COPYRIOHT 3007 ACS on 8TN 
144:350944 CASRBACT Pull-text 

Application of triasina "auparactiva eaters* in tha 
repetitive synthesis of oligopeptides. Part 1. 
Synthesis of [54-591 fragment of human P-casein 
Kaminski, ZblgniewJ.; Saleh, Bashar; Xolesinska, 
Beata; Redlinski, Adam; Rudzinski. Juliusz 
Institute of Organic Chemistry. Technical University 
of Lodz. Lodz, 90-934, Pol. t 
Acta Poloniae Pharmaceutica (3005), 63(1), S3-S7 
COOBN: APPHAX; ISSN: 0001-6837 
Polish Phazmacautlcal Society 
Journal 
English 

AB A new synthetic protocol which considerably improves the classic REMA (repetitive excess 
mixed anhydrides) procedure is proposed. The modification is based on the application of 
triazine "superactive esters" as superior substitutes for mixed anhydrides, which have 
been used as acylating reagent in the classical procedure. The improved repetitive 
procedure in solution was applied to the preparation of [54-59) fragment of husMt P- 
casein. The structure and high purity of the intermediates, as well as of the final 
products, was con finned by FAB- MS. IH-NMR and HPLC. 

R8FBRBNCB COUNT: 8 THBR8 ARB 8 CITED RBFBRENCBS AVAILABLB FOR THIS 

RECORD. ALL CITATIONS AVAILABLB IN THE RB FORMAT 



RCT C 19669-3B-6 

ROT H 7664-41-7 NH3 

PRO O 3009S4-43-4 

SOL 67-56-1 MeOH 

CON SUBSTAOBd) <0 deg C 

SUBSTA0B(3) <0 deg C •> 
SUBSTAOBO) 73 hours, rc 



room temperature 
om temperature 



^OBu-t 



DOCUMENT TYPB: 






1WS61.7S4 



W/447 



Robert Havlln 



10/561.754 



70/447 



Robert Havlin 



RCT O 2C0»S4-43-4 

STAGE (I) 

ROT L 7647-01-0 HCl 
SOL «4>19-7 ACOH 
CON room temperature 

STAaB(2} 

RCT J 13139-16-7 

ROT D 3140-73-6 CI - (MeO) 2 - trlaslne , B 109-03-4 

N-Hethylraorpholine 
SOL 109-99-9 TKP. 68-13-3 OMP 
COM SlJSSTAOBd) room temperature -> 0 deg C 
SVBSTAGB(3) 0 deg C 
SinSTAQBO) 4 hours, 0 deg C 
B(4) 3 hour*. 0 deg C 
8(S) 0 deg C •> room temperature 
SUBSTA0B(6) overnight, room temperature 

STAGE (3) 

ROT M 390-14-6 KHC03 
SOL 7733 -la-S Mater 
CON 1 hour, room temperature 

PRO K 881492-A3-3 



O OBu-t H^^^ 



RCT A 15761 -3.'J--i 
STAOB ( 1 ) 

RCTT D 3140-73-6 CI - (MeO) 2- 1 r iazina . B 109-03-4 

N-Methylroorpholine 
SOL 109-99-9 THP 

CON SUBSTAOB(l) room temperature -> 0 deg C 
SUBSTAOBia) 0 deg C 
SUBSTAOSO) 4 hours, 0 deg C 

STAOB (3) 

RCT 0 873333-31-6 

CON SUBSTAOEU) 3 hours, 0 deg C 

SUBSTAaE(3) 0 deg C -> room temperature 
SUBSTAOBO) overnight, room tenqMrature 

STAOB (3) 

ROT H 298-14-6 KHC03 
SOL 7733-18-5 Nater 
COM 1 hour, room temperature 

PRO R 881493-64-4 





• hci 



71 fm 



Rgfrtrt Havlln 



o 



• aci 



10/561.754 



mm 



RffbtrtH?<v»n 



•O-^Wl 



-Uaer Break" 



t-B«0l.._^^4H 

I 



RCT 8 13574-13'S 
STAOB (1) 

ROT D 3140-73-6 CI - (MeO) 3- e-triazine , B 109-03-4 

N-Mathylmorpholine 
SOL 109-99-9 THP 

CON SUBSTAOB(l) rooffl temperature -> 0 deg C 
8(a) 0 deg C 
8(3) 4 hours, 0 deg C 



STAOB (a) 

RCT T BB1492-67-7 

CON SUBSTAOBd) 3 hOUrs, 0 deg C 

SUBSTA0B(3) 0 deg C -> room temperature 
SUBSTAOBO) overnight, room temperature 

STAOB (3) 

RCTT N 298-14-6 KHCOS 
SOL 773a-I8-S Kater 
CON 1 hour, room temperature 

PRO U 801493-65-5 



RX(33) RCT AO 99398-06-3. BO 874163-36-S 

PRO BR 874163-33-1 

SOL 7S-0S-a HeCH 

CON 18 hours, reflux 



RX(47) OP ass OOKPOSBD OP RX(ll). RX(15) 
RX(47) 1 »-> AS 



Y 



YIBU) 93% 



•> d hist 

(PILE 'HOME' ENTERED AT 08:18:34 ON 30 MAY 3007) 



FILB 'CASRBACT* BtfrBRBD AT 08:19:13 ON 30 MAY 3007 



LS 



0 8 LI SSS SAM 

1 S LI SSS FlKiL 



•REOISTRY' ENTERED AT 08:31:37 ON 30 MAY 2007 
STRUCTURE UPLOADED 



•CASRBACT' BNTBRBD AT 08:31:56 ON 30 MAY 3007 
50 S L4 



BgfrgrtHavlln 



jmML. 



•> ■ 15 not py>3003 
COMMAND INTBRRUPTBD 
RBENTBR FILE •CASREACT' 

AND TRY AGAIN, OR ENTER FOR MORE INFORMATION. 

Your command did not complete duo to a temporary system problem. To 
recover, reenter the file you are in now. Then, any command that ia 
normally available to you may be uaed. Ho coat aunnary Cor the 
current file will be displayed. After reentering the current file you 
may retry your command. Also, you may wish to 8AVB your search 
query. This can be done in any file. If you cannot access your 
current file, or if your command fails a second time, notify the Help 
Desk. Enter "HELP STN' for Information on contacting the nearest STN 
Help Desk by telephone or by using the SEND command In STNMAIL file. 

■> file caareact 
COST IN U.a. DOLLARS 



SINCE FILE 
EtfTRY 



FULL ESTIMATED COST 



DieCOUNT AMOUNTS (FDR QUALIPyXHO ACCOUNTS) 



CA SUBSCRIBER PRICE 



TOTAL 
SESSION 
134.54 



SINCE FILE TOTAL 
ENTRY SESSION 
0.00 -0.73 



FILE 'CASREACT' ENTERED AT 08:24:06 ON 30 MAY 2007 
USB IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 3007 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the art idea to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
36, 1996), unless otherwise indlceted in the original publieacions. 

PILE CONTENT: 1840 - 37 May 3007 VOL 146 IS8 33 

New CAS Inforoation Use Policies, enter HBLP USAOBTBRMS Cor details. 



t 1 OF 38 
ACCESSION NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPB 
LANOUAOB: 



CASREACT COPYRIGHT 2007 ACS on STN 
140:287687 CASREACT Full -text 

Synthetic glycopeptides of the tandem repeat sequence 
of the epithelial mucin MUC4 with tunor-asseeiacad 
carbohydrate antigens 
Brocke, Constanze; Kuns, Horet 
InsCltut fuer Organische Chemie, Johannes 
Outenberg^Universitaet Mainz, Mains, 9S138. Oemany 
Synlett (3003), (13). 3052-3056 
CODEN: SYNLBS: ISSN: 0936-5314 
Oeorg Thieme Verlag 
Journal 
English 

AB Glycohexadecapeptidee representing the tendem repeat sequence of the epithelial mucin NUC4 
were prepared by applying a solid-phaae oiethodol. The required glycosyl amino acid 
building blocks containing the tumor- associated saccharide antigens TN-, T, - sialyl-TN, 
(2,6)- and (2 , 3) -aialyl-T were aynthesized according to a at raight forward biomimetic 
strategy by step-wise extension of the saccharide aide chain of a Fmoe- protected 
galactosamine threonine tert-Bu ester. 

RBFBRSNCB COUNT: 43 THERE ARB 43 CITED RBFBRSNC8S AVAILABLB FOR THIS 

RECORD. ALL CITATIONS AVAILABLB IN THE RB FORMAT 

RX(30) OF 187 ...BK «» BL 

• STRUCTURE DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT • 

PAOB 1-B 

O OH O 




CASRBACT now has more than 13 million reactions 



soma CASRBACT records are derived from the BIC/VIHITI database (1974-1999) 
provided by XnfoChem, INPI data prior to 1986, and Biotransformations 
database compiled under the direction of Professor Dr. Klaua Kieslieh. 

Thie file contains CAS Registry Numbers for easy and accurate substance 

identification. 



■> ■ 19 not py>3003 

101431 py>3003 
L6 38 LS NOT Py>3003 



Robgrt HBvtIn 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT < 



O OH O 




— HH . N 

OAC 

•*OAc '>^v^^oAc 
^OAc 



H02C'^ 
y^BLO 80% 



JL ^COjB 
HOSC-"^"*--^ 



RX(30} RCT BK €73476-54-5 

STAGE (1) 

ROT BZ 1333-74-0 H3 
CAT 7440-05-3 Pd 
SOL 67-56-1 HeOH 
CON room temperature 

STAOB(3} 

ROT C 134-41-4 NaOMe 

SOL <7-S«-l MeOH 

CON room temperature. pH 9 

PRO BL 673476-46-S 



RX(31) OF 187 



' STRUCTURE DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OPPLINB PRINT ' 
' STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT < 



STRUCTURE DZAORAN TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT 



Robert Havlln 10/561.754 



Robert Havlfn 



RX(ai) RCT BM 6Bfl346-62-l 

STAJQBd] 

ROT 81 1333>74-0 H2 
CAT 7440* 05> 3 Pd 
SOL 67-S6-1 ItoOH 
CON room temperaturs 

STAGE (a) 

ROT C 134-41-4 HttOMe 

SOI. 67-S«-l MaOH 

CON room temperature, pH 9 

PRO BN 67347G-47-S 



0 OAc 




AcftH &Ac 



RX(3a) OF 187 ...BO .»> BP 



STmiCTURB DIAORAM TOO LAROB FOR DISPIAY - AVAZLABLS VIA OFFLIHB PRINT ' 

PAOB 1-B 



o 

11 

^MH N 



.OAc 
vOAc 



STRUCTURB OIAORAM TOO tAROB FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT ' 

PMB 1-B 



NH , N 



lWg<f1.7?4 



H02C ^ 



79 / 447 



W/447 



BofrtilHftYlIn 




RX(aa) RCT BO 67347«-5S-7 

STAOBd) 

ROT BI 1333-74-0 H3 
CAT 7440-05-3 Pd 
SOL C7-S6-1 MaOH 
CON room temperature 

STAaB(3) 

ROT C 134-41-4 MaOMe 

SOL 67-56-1 MaOH 

CON room tamparatura, pH 9 

PRO BP e7347«-4a>7 



RX(a3) OF 1S7 ...BO — > 



8TRUCTURS OIAORAH TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT < 




5, 



i-Pr OH 



"VS61.7S4 8U44Z RrttrtHavMn imUM UlMl Robert H«vlln 

RX(32) RCT BQ 60a3-l{l-«J>2 

• STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OPPLIHB PRINT * STAOBd) 

ROT BI 1333-74-0 H3 
CAT 7440-0S-3 Pd 

PAGE 1-B SOL fi7-S6-l HeOH 

CON room temperature 

STAGE (3) 

ROT C 134-41-4 NaOMe 

SOL £7-56-1 MeOH 

CON room temperature , pH 9 

PRO BR 67347e<4»-8 




RX(34) OF 107 ...BS — -> BT 



• STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLE VIA OFFLINB PRIHT • 

• STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OPFLINB PRINT • 



PAOB 3 -A 




YIELD 64 % 

• STRUCTURB DIAGRAM TOO LAROB FDR DISPLAY • AVAILABLB VIA OFFLINB PRINT • 




STAOB(3} 

ROT C 134-41-4 NaOMa 

SOL 47-58-1 HeOH 

CON room t«mp«ratur«, pH 10 

STAOBO) 

ROT BU 1310«7a-a NaOH 

SOL 7732 -IS- 5 Hater 

CON room temperature, pH 11. S 

PRO BT ft734T6-90'l 



RXCaS) OF 187 ...BV «-» BN 



M/447 



Robert Havitn 



STRUCTURE DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT < 




^2, 



RXla4> RCT BS 67347fi-SR-9 

STAGE U) 

ROT BI 1333-74-0 H3 
CAT 7440- OS- 3 Pd 
SOL 67-56-1 MeOH 
CON ro€9m temperature 



OH O ^*-*SJ=' 
AcNH ^"^^i '^^^-.■-■■^•••^^ 



STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLE VIA OFFLINB PRIHT < 



Robert Havlin 



HV561.754 



_S6M42_ 



Robert Havlln 



0^ ^NB 




' STRUCrURI DIAGRAM TOO LARBB FOR DISPLAY - AVAILABLB VIA OPFLINB PRINT < 



RCT BV 673476-59-0 

STA08(1> 

ROT BI 1333-74-0 H3 
CAT 7440-0S-3 Pd 
SOL 67-56-1 MbOH 
COH xoom tmnpenture 

8TA0B<3) 

RCrr C 124-41-4 NaOMa 

SOL <7-56-l MsOH 

CON xoon temperatun. pH 9 

PRO Btr 673476 -5 L- 3 



STRUCTURB OIAORAM TOO LAROB FOR DISPLAY • AVAILABLB VIA OFFLINB PRINT < 
' STRUCTURB OIAORAH TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT < 
STRUCTURB DIAORAM TOO LAROB FOR DISPLAY • AVAILABLB VIA OFFLINB PRINT < 

PAOB a-B 



RX(36) OF 187 



STRUCTURB DIAORAM TOO 
STRUCTURB DIAORAM TOO 
STRUCTURB DIAGRAM TOO 



LAROB FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT < 
LAROB FDR DISPLAY • AVAILABLB VIA OFFLINB PRINT * 
LAROB FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT < 



X 



^NHAc 



87/447 



M/447 



RCT BX 6«8345-64-3 

STAOE(l) 

ROT 81 1333-74-0 Ha 
CAT 7440-05-3 Pd 
SOL 67-S6-1 NaOH 
CON room temp«r«tura 

STA0B{3) 

ROT C 134-41-4 NaOHe 

SOL «7-$6-l MSOH 

CON room Camparatura, pH 9 

PRO BY 673476-53-3 



i.Pr-CH-/tH OH 

i;-NH~CH-!:H-H* 
U l:-NH-CH-CH2-C02B 
B toaB 



RX(37} OF 187 



' STRUCTURB DIAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT < 



— CH-Ma 



" ACO OAO 

12— CH-CH 
bNH I 



ACO 
AcO~CH2- 



NH- CH— C- NH- CH- 

lla H I:h-mo jf 



0-CH2 
0-CH2' 



&H.Bu-i 



"-0 



• STRUCTURB DIAORAM TOO LAROB FOR DISPZAY - AVAILABLB VIA OFFLINB PRINT • 

• STRUCTURB DIAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT • 

• STRUCTURE DIAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINB PRINT • 
RX(37) RCT BZ £73476-61-4 

STAOE(l) 

ROT BI 1333-74-0 H3 ^ 
CAT 7440-05-3 Pd 
SOL 67-56-1 HaCH 
CON roon teinparature 

STAOB(a) 

ROT C 134-41-4 NaOMe 

SOL 67-56-1 MaOH 

CON roan tamparatura, pH 9 

PRO CA 673476-S3-4 

LS ANSWER 3 OF as CASREACT COPYRIGHT 3007 ACS on STN 
ACCESSION NUMBER: 140:336064 CASREACT Full -text 

TITLE: Application of Pac eater in thioeater nathod for tba 

ayntheaia of eye 1 open tapept idea 
Liu, Kian; Tian, Qui -Ling; Ye, Yun-Hua 
Kay Laboratory of Bloorganie ChaMiaery and Holeeular 
Bnginearing. Ministry of Bduoation, Department of 
Chemiatry. Peking Univeralcy, Beijing. 100S71, Peop. 
Rep . China 

Chinaae Journal of Cheniatry (3003), 31(7), 864-670 
CODEN: CJOCEV; ISSN; 1001-604X 
Science Preaa 
Journal 
Bnglish 

The thioeater method for the eyntheaia of eyelopeptidea ie improved by uaing Pac (Pac ■ 
phenacyl. CH3COC6HS) eater aa a protecting group for 3-mercaptopropionic acid. The Pac 
group ia eaaily removed from the C-tenninal uaing zinc in acetic acid. The protected 
peptide thioeatera ayntheaized by the improved method are eaaily purified for uae in 
subaequent oyclixation. Furthermore, thia method ia flexible for uae in peptide chain 
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•longation. either fron the C-terminal or the N-terminal. Two N-protected pentapeptide 
thioestere. Boc-Pro-Tyr-Leu-Ala-Oly- SCH3CH3COOPac and Boc-Ala-Tyr-Leu-AJa-Qly- 
SCHSCHaCOOPac, were ayntheaized by the improved thioeater method. After deprocecting the 
Pac eater with zinc in aqueoua acetic acid and the &oc group with trif luoroacetic acid in 
CH2C13. two free pentapeptide thioeatera were obtained. Ag*-a8aiated cyclization in 
acetate buffered aolution afforded cyclic pentapept idea cyclo(Pro-Tyr-Leu'Ala-Oly) and 
cyclo(Ala-Tyr-Leu-Ala-01y} . Effect* of different buffer pH. Ag« concni., etc. on the 
cyclixation were studied. 
RBFRRKNCB COUNTi 30 THBRB ARB 30 CITBD RBFBRENCBS AVAIUBLB FOR THIS 

RBCOlU}. Abt. CITATIONS AVAILABLB IN TH8 RB FORMAT 
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RX(4) OF 77 ...M ♦ 0 — > 



O 

0 0 HN'''''^OBu-t 



CON IS ninutee, room temperature 

STAOB<3) 

RCT O 13214$-57-6 

ROT I 3593-95-3 1- Benzotriaxolol . D 70S7-6B-S BtN(Pr-i)3 
SOL 109-99-9 THF 

B(l) room tenperature. pH 7 
B(3) rooB temperature -> 0 deg C 

8TAOBO) 

ROT J 538-75-0 DCC 

CON SUBSTAOB(I) 1 hour, 0 deg C 

sUBSTAOB(3) overnight, room temperature 

PRO P Sti34'l(j-9D-0 

NTB intermediate product could be laolated 



Robert Havlln 



RX(15) OF 77 



...AK + O AL... 



Ha O 



6- 




RX(4) RCT N S03440-97-9 

STAOBd) 

ROT H 7C47-D1-0 RCl 
SOL 141<7S-C AcOBt 




mm 



Rgfrtrt Havlln 



RX(15) RCT AK GC7905-07-9 

STAOBd) 

ROT H 7647-01-0 HCl 

SOL 141-75-6 AeOEt 

CON 30 minutes, room temperature 

STAGS (3) 

RCT O 133149-57-6 

ROT B 165534-43-0 1, 3 , 3-Benzotriazin-4 (3H) -one, 

3- ((diethoxyphoaphinyl)oxy] -, AX 131-44-8 Et3N 
SOL 6«-13-a DK7 

CON overnight, room temperature 

PRO AL 66790S-09-1 

NTB Intermediate product could be laolated 



10/561.754 



CON 1 hour, room temperature 



RX(30) OF 77 C0HP08BD OF RXO) . RX(4) 

RX{20) Q * H * O mmm> P 



mm 



Rgfrtrt Havlln 




RX(16) OF 77 ...P «» T... 




O 

HN''''^01 



RX<lfi) RCT P 5034-IO-<)e-0 

ROT AP £4-19-7 AcOH , AO 7440-66-6 Zn 

PRO T fl547'19-lS-« 

SOL 64-19-7 AcOH. 7733-18-5 Hater 



t-BuO_ 




YIELD 83% 
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RCT a 5(Jj440-9fi-B 

STAOE ( 1 ) 

ROT H 7C47-01-0 HCl 
SOL 141-7B-« AcOSt 
CON 20 minute*, rooa temperature 

STAOBO) 

RCT M 33S0-19-4 

ROT D 7087-6a>S BtN(Pr-i)3 

SOL 6S-13-2 IMF 

CON 3 houra, room temperature. pH 8 - ! 
PRO It S03440-97-9 

NTB incermediete product could be Isolated 

RCT N S03440-97-9 

STAOBd) 

ROT H 7«47-01-a HCI 
SOL 141-7a-C AcOBt 
CON IS ninutea, room temx>erature 



TV 




STAaB(3} 

RCT O lJ2149-li7-t 

ROT I 2S92-9S-3 1- Bensotriazolol . D 7087-66-5 EtN(Pr-i)2 
SOL 109-99-9 THP 

CON SUBSTAOBd) room temperature. pH 7 

6UBSTAGB<3) roon temperature -> 0 deg C 

STAGE (3) 

ROT J 538-75-0 DCC 

CON SUBSTAOBd.) I hour, 0 deg C 

SU8STA0B(3) overnight, roon temperature 

>R0 P 503440-99-0 

FTB intermediate product could be iaolated 



RZ(33) OP 77 COMPOSED OP RX{4K RX(16) 
RX(3a) N * O —> T 



0 



RCT N S03440>97-9 

STAOBd) 

ROT H 7C47-01-0 HCl 

SOL 141-78-C AcOSt 

CON 15 minute*, room temperature 

STAOBO) 

RCT O 133149-57-6 

ROT I 3S93-95>3 l-Bensotrlazolol . D 7087-S8-S BtN(Pr-i)3 
SOL 109-99-9 THP 

CON SUBSTAOBd) room temperature, pa 7 

SUBSTAaB{3) room temperature -> 0 deg C 

ST AOS (3} 

ROT J 538-75-0 DCC 

CON SUBSTAG5<1) 1 bour. 0 deg C 

6UB8TAOB(3) overnight, room temperature 



PRO 

NTB 



P 503440-98-0 

intermediate product could be iaolated 



BX{16) RCT P S03440-98-0 

ROT AP 64-19-7 AcOH, AQ 7440-66-6 Zn 

PRO T 854749-15-8 

SOL 64-19-7 AcOH. 7733-18-5 Natttr 

CON 1 hour, room temperature 



RX(38) OF 77 COMPOSED OF RX{13}. RXdS) 
RX(38) AH ♦ AJ « O — > AL 
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0 Hhf-'^^'OBu-t HN-'^^OBu-t 



t-BuO^O ^ O OH ^.-..^OH 



O B Bu-i 



RXdS) RCT AK 6S7905-07-9 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON 30 minutes, room temperature 

BTA8B(3) 

RCT O 132149'57-6 

ROT S 165534-43-0 1. 3 , 3- Benzot riazin-4 OH) -one. 

3- [ (diethoxyphoaphlnyl)oxy] AI 131-44-8 Bt3N 
SOL 68-12-3 DMF 

CON overnight, room temperature 
PRO AL 86790S-C9-1 

trrs intermediate product could be isolated 



Robert Havlln 



RXOS) OP 77 
RX(3$) C 



or RX(a), RX(3), R3e{4) 



F « M + O 



O 0 
^^^^^ ^^Y^Jj-^OBu-t HO-'-''^'--.j^ 



HN-'^'^OBu-t 



RCT AH 667a05-06-« 

STAaB<l) 

ROT a 7647- 01-0 HCl 
SOL 141-7S-C AoOBt 
CON 30 minutes, room temperature 

STAOE(3} 

RCT AJ 13139-15-6 

ROT 8 165S34-43-0 1, 3. 3-Benzotriazin-4 (3H) -one, 

3-((diethoxyphoaphinyl)oxy]-, AI 131<44-» BtSN 
SOL 88-13-3 DMF 
CON 34 hours, room temperature 



PRO AK 68790S-07-9 

NTB intermediate product could be isolated 



1W561.7S4 



.OBu-t 



97 / 447 



RpbyrtH^vIln 
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STAGE (3) 

RCT O 132149-57-6 

ROT I 3592-95-2 1 - Benzot riazolol . O 7067-68-5 BtH(Pr<i)3 
SOL 109-99-9 THP 

CON sUBSTAOBd) room temperacurs , pH 7 

SUBSTAas(3} room tcnperatura -> 0 deg C 



Robert Havlln 



STAQSO) 

ROT J 538-75*0 DCC 

CON SUBSTAOB(l) 1 hour. 0 deg C 

SUBSTAQBO) ovexnighc, room temparature 

PRO P 503440-9fl-0 

tlTB inCannediate product could b« iaolated 



RX(37) OF 77 COMPOSED OP RX(1). RX(3), RX(3), RX(4) 
RX(37) A*B«P«N*0 - — > V 



RCT C 5C3440-95-7 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 14I-7B-6 AcOBt 
CON 15 mlnutea, room temperatura 

SrAOB(3) 

RCT P 15761-38-3 

ROT I 3593-95-3 1-Benzotrlazolol , D 70B7-6S-S BtN(Pr-i)3 
SOL 109-99-9 THP 

CON SUB STAGE (1) rooa cenparatura, pH 7 

SUBSTAaB{3) room tamparatura -> 0 deg C 

STAOSO) 

ROT J 538-75-0 DCC 

CON SUBSTAOBd) 1 hour. 0 dag C 

BU8STA08(3) ovamlght. room tamparatura 

PRO O S03440-96-B 

NTS intermediata product could be laolatsd 

RCT O 503440-96-8 

STAOSd) 

ROT H 7647-01-0 HCl 
SOL 141-78-6 AeOBt 
CON 30 minutas, room tamparatura 

STAlOBO) 

RCT M 33S0-19-4 

ROT D 7087-68-5 EtN(Pr-i)3 

SOL 68-12-3 DMP 

CON 3 hours, room tanqparatura. pH 8 - 9 

PRO N 503440-97-9 

HTB intamediata product could ba isolated 

RCT N 503440-97-9 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 14 1-78 -6 AcOBt 
COM IS nlnutaa, room tamparatura 



0 o 

OBu-t 

V- jcr-^-- 



PgfrtrtHnYl'q 




RCT A 133367-03 0, B 70-11-1 

ROT D 7087-66-5 BtN(Pr-l)3 

PRO C 503440-95-7 

SOL 68-13-3 DMP 

OON overnight . room tamparatura 

RCT C 503440-95-7 



STAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-78 -C AcOBt 
CON IS minutaa, room tamparatura 

STAOBO) 

RCT O 133149-57-6 

ROT X 3593*95-3 1-Bensotriaxolol, D 7087-68-5 BtN(Pr*i)3 
SOL 109-99-9 TK7 

CON SUBSTAGB{1} room temperature, pH 7 

SUBSTAOBO) room temperature -> 0 dag C 

STAOBO) 

ROT J 538-75-0 DCC 

CON SUBSTAOBd) 1 hour, 0 deg C 

SUBSTAaB(3) overnight, room temperatura 

PRO P 503440-98-0 

NTE intermediate product could be ieolated 



RX(39) OP 77 COKPOSBD OP RX(3), RX(4), RXd6) 
RX(39) <3 * H * O —> T 



(1) 

ROT M 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON IS minute*, room 



temperature 



STAOBO) 

RCT r 1S761-38-3 

ROT 2 3593-95-3 l-Benzotriazolol , D 7087-68-5 BtH(Pr-i)3 
SOL 109-99-9 THF 

CON SUBSTAOBd) room temperature, pH 7 

8UBSTAOB(3) room temperatura -> O deg C 

STAOBO) 

ROT J S38-7S-0 DCC 

CON SUBSTAOBd) 1 hour. 0 deg C 

SUBSTAOBO) overnight, room temperatura 

PRO 0 S03440-96-8 

NTB intermediate product could be iaolated 

RCT O 503440-96-8 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-7B-C AcOBt 
CON 30 minute*, room temperature 

STA0B(2) 

RCT M 3350-19-4 

ROT D 70B7-68-5 EtN(Pr-i)3 

SOL C8-13-3 DMP 

CON 3 hour*, room temperature, pH 8 - 9 

PRO N 503440-97-9 

NTB intermediate product could be iaolated 




1 



t-BuO^O ^ 



RX(4) 



RCT N 503440-97-9 
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CON 1 hour, room temperature 



Robert Havlln 



RX(41) OP 77 COMPOSED OF RX(3), RX ( 3 ) , RX(4), I»<16} 
RX(41} C * 7 * H * O ---> T 




RCT O 503440-9*>-0 

STAOB(l) 

ROT H 7(47-01-0 KCl 
SOL 141-78-6 AcOSt 
CON ao mlnutea, room temperature 

STAaB<3) 

RCT M 3350-19-4 

ROT D 7067-68-5 BtM(Pr-i)a 

SOL <8-13-a DMP 

CON Z hours, room temperature, pH 8 - 9 
PRO N 503440-97-9 

ITTB intermediate product could be ieolated 

RCT N 503440-97-9 

STAOBd) 

RGT H 7647-01-0 HCl 
SOL 141-78-6 AoOSt 
CON 15 minutes, roan temperature 

STAOBO) 

RCT O i:i2149-S?-6 

ROT X 3592-95-3 1-BansotriasoIol , D 7087-68-5 BtN(Pr-i}3 
SOL 109-99-9 THP 

CON SUBSTAGBd) room temperature, pH 7 

8UBSTA0B(3) roon temperature -> 0 deg C 

STAOBO) 

ROT J 538-75-0 DCC 
CON SUBSTAOBd) 1 hour, 0 deg C 
SUBSTAOBia) overnight, ro 



PRO P S03440-9B-0 

NTS intermediate product could be iaolated 

RX{16) RCT ? 503440-98-0 

ROT A? 64-19-7 AcOH, AQ 7440-66-6 2n 

PRO T 854749-15-8 

SOL 64-19-7 AcOH, 7733-18-5 Nater 



JL 

HM''''^^OBu-t 



t-BuO^ ^0 
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RCT C 503440-95-7 

STAaBd) 

ROT H 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON 15 minutes, roon temperature 

STAOB<a) 

RCT V 15761-36-3 

ROT I 2592-95-3 1-BenzOtriazolol, D 7087-68-5 EtN(Pr-l)3 
SOL 109-99-9 TK? 

CON SUBSTAOBd) room temperature. pH 7 

SUBSTAOBCa) room temperature •> O deg C 



pp»?m Havlln ismjSL. 



104/447 



d> 

ROT J S38-7S-0 DCC 
CON SUBSTAOBd) 1 hour. 0 
SUBSTAOB ( a } ovem igbt . 



ROT AP 64-19-7 AcOH, AQ 7440-66-6 Zn 

PRO T 6547-19-15-6 

SOL 64-19-7 ACOH. 7732-18-5 Mater 

CON 1 hour, roon tenperature 



RX{48} OP 77 COMPOSBD OP RXdl). RXdS). RXIIS) 
RX(48) AP ■» P ■» AJ ♦ O -»> AL 



Vt HH,*^OBu-t 



room temperature 



PRO O SD3440-96-B 

NTB intermediate product could be iaolated 



RCT 0 503440-96-8 



STAOBd) 

WJT H 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON 20 minute* , room temperature 

STAOBd) 

RCT M 3350-19-4 

ROT D 7087-66-5 BtN(Pr-i)3 

SOL 6a-ia-a omp 

CON 3 hours, room tenperature. pH 8 - 9 
PRO H 503440-97-9 

NTB intermediate product could be isolated 

RCT N 503440-97-9 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON 15 minutes, roon tenperature 

STA08(3) 

RCT O 1J^149-U7-G 

ROT I aS93-95-a 1-Benzotriazolol, D 7067-66-5 BtN(Pr'i)2 
SOL 109- 99-9 THP 

CON SUBSTAOBd) roca temperature. pH 7 

SUBSTAOE(3) room temperature -> 0 deg C 

STAOB(3) 

ROT J 538-75-0 DCC 

CON SUBSTAOBd) 1 hour, 0 deg C 

8UB8TAOB(3) overnight, room tenperature 

PRO P 503440-98-0 

NTB intermediate prcxluct could be isolated 



Ji 



t-fluO^^^O 0 OH 



O B Bu-i 




YIELD 70% 



ucdc) 



RCT P 503440-98-0 



"yS6l.7S4 
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RX(ll) RCT AP 667305-O5-7 

STAOBd) 

ROT H 7647-01-0 HCl 
sot 141-78-C AcOBt 
CON 15 minute*, room 



t-BuO-"^ I 



lerature 



STAGB(3) 

RCT V 1S761-38-3 

ROT I 3592-95-2 1-Benxotrinzolol , AX 121-44-8 Bt3N 
sot 109-99-9 THF 
CON room tcmpttrature 

STAOBO) 

ROT J 538-75-0 DCC 

CON overnight, room tenqperatur* 

PRO AH 66790S-0«-8 

NTB intertnediat« product could be isolated 

RCT AK 66790S-06-B 

STAOBd) 

ROT H 7647-01-0 HCl 
SOI. 141-78-6 AeOBt 
CON 20 Minutea, zoom temperature 

STA0B(3) 

RCT AJ 13139-1S-6 

16S534-43-0 1. 3, 3-BanzotriaKlii-4 (3H) -one, 
3- [(diethoxyphoaphinyl)oxy}-, AI 131-44-8 Bt3N 
65-12-3 DMP 

34 hours, room temperature 



ROT 



SOL 
CON 



PRO AK <6790S-07-9 

NTB intermediate product could be isolated 

RCT AK 667905-07-9 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 141- 78 -6 AcOBt 
CON 3D minutes, room temperature 

8TAa8(3) 

RCT O 133149-57-k 

ROT S 165534-43-0 1, 2. 3-aenzot'riasln-4 OH) -one, 

3- ((diethoxyphospbinyDoxy]-, AI 131-44>8 Bt3N 
SOL 68-13-3 DM7 
CON overnight, room temperature 

PRO AL 667905-09-1 

NTB intermediate product could be isolated 



HN-^OB«-t t-BuC^^^^O ^ 0,,,^^OH 



Ah 

YIBLD 70% 

RXdO) RCT AD 4530-30-5, AB 100-53-0 



RX(49) OP 77 
RX(49) AD 



OP RXdO), RXdl), RXd3}, RXdS) 



STAOBd) 

ROT AO 1133-58-3 4-DMAP 

SOL 78-09-2 CH3C12 ■ 

COR SUBSTAOBd) room temperature 

SUBSTAa8(2) room temperature -> 0 dog C 



STAOBd) 

ROT J 538-75-0 DCC 

CON SUBSTAOBd) 1 hour, 0 deg C 

SUBSTAOBd) overnight, room temperature 

PRO AP 667905-OS-7 

RCT AP 667905-O5-7 



RX(57) A+B-^P^H^O •••> T 
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PfffrfllHuYlIn 



TTAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-7B-6 AcOBt 
CON 15 minutes, room temperature 

8TAaB(3) 

RCT P 1S7C1-38-3 

ROT Z 3S93-95-3 1-Benzotriacolol. AI 13 1-44 '8 Bt3N 
SOL 109-99-9 THP 
CON room temperature 

STA0B<3) 

ROT J 536-75-0 DCC 

CON overnight, room temperature 

PRO AH CC79D5-06-8 

NTB intermediate product could be isolated 

RCT AH 66790S-0C-8 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL t41-78-< AcOBt 
CON 20 minutes, room temperature 

STAOB(3) 

RCT AJ 13139-15-6 

ROT 8 165534-43-0 1 , 3 . 3- BenzotriaKin-4 (3H) -one, 

3- [{diethoxyphosphinyDoxyl -. AI 121-44-8 Bt3H 
SOL 68-13-3 OMF 
CON 24 hours, room temperature 

PRO AK C6790S-07-9 

NTB intermediate product could be isolated 

RCT AK 667905-07-9 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON 30 minutes, room temperature 



STAOB(2) 
RCT 
ROT 



RX(57) OP 77 



O 132149-57-6 

S 165534-43-0 l,3,3-Benzotriasln-4 {3H) -one. 

3- ( (diethoxyphosphinyDoxyl - , AI 131-44-8 Bt3N 

68-12-3 DMF 

overnight, room temperature 



AL 66790S-09-1 

intermediate product could be isolated 



OP RZCl), RX(3), RX{3), RX{4). RXd6) 



0 o 

HO""^^"'^'** HN-'^OBu-t 
Hft* ^OBu-t JL 



t-BuO- 



T 




'nr — f" 



RXd) RCT A 333367.o:i O, B 70-11-1 

ROT O 7087-68-5 BtN(Pr-i)2 

PRO C 503440-95-7 

SOL 68-12-2 OMP 



Robert Havlln 



CON overnight, room temperature 

BCT C 503440-95-7 

STAOBd) 

ROT H 7C47-01-0 HCl 
SOL 141-T8-fi AcOBt 
CON IS Riinucea, room temperature 

STAOE(3) 

RCT F 1S761-34-3 

ROT I 2S93-9S-3 1- Benzotriazolol , 0 7087-S8-S EtN(Pr-i)3 
SOL 109-99-9 THP 

COM SUBSTAOEd) room tenperature, pH 7 

SUBSTAaB(3) room temperature -> 0 deg C 

STAOBO) 

Rorr J s3e-75-o occ 

CON SUBSTAOEd) 1 hour, 0 deg C 

SUBSTAas(3) overnight, room temperature 

PRO O 503440-96-8 

NTB incemiediat.« produce eould be i solaced 

RCT O 503440-9&-a 

STAOBd.) 

ROT H 7S47-01-0 HCl 
SOL 141-7a-C AeCSt 
CON 30 ninutaa, room temperature 

ST AOS (3) 

RCT H 3350-19-4 

ROT D 70S7-fie-S BtN(Pr-i)a 

SOL 68-13-3 DMP 

,CON 3 houre, room temperature, pH 8 - 9 



N S0a440-»7-9 

intermediate product could be ieolated 



RCT V S03440-97-9 



STAOB(l) 

. ROT H 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON 15 mioutea, room tei 



ROT AP 64-19-7 AcOH, AQ 7440-«6-« Zn 

PRO T 054 ''•19-1$ -8 

SOL 64-19-7 AcOH, 7733-lB-S Hater 

CON 1 hour, room tenperature 



RX(59} OP 77 COMPOSED OF RXd4), RX(1} , RXO), RX{3), RX(4} 
UC(59} AN4A04B4^P*K*0 •••> 



Robert Havlin 



I Hk.,^^OBu-t 



0 



RCT O 13 2149- 57 -C 

ROT I 3S93-9S-3 1-Benzotrlazolol , D 7087-68-5 BtN(Pr-i}a 
SOL 109-99-9 THP 

CON SUBSTAOB(l) room temperature, pH 7 

SUBSTAOBO) room temperature -> 0 deg C 

STA0B(3) 

ROT J 538-7S>0 DCC 

CON fiUBSTAOBd) X hour, 0 deg C 

8UB8TA0B(9) overnight, room temperature 

PKO P 503440-98-0 

NTB intermediate product could be ieolated 
RCT P 503440-98-0 



11W447 



Rgfrtrt Havlln 



Rfftffrt Havlln 



O^ ^OBU-t 



o fi Bu-i 



RCT AN 36S5-0S-8, AO 107-96-0 
PRO A i33367-03-0 
NTB literature prepn. 

RCT A 133367-03-0, B 70-11-1 

ROT O 7087-68-5 BtN(Pr-i}3 

PRO C 503440-95-7 

SOL fiB-13-3 OM? 

CON overnight, room temperature 

RCT C 503440-95-7 

BTAiOBd) 

ROT H 7C47-01-0 HCl 
SOL 141-78-6 AcOBt 
CON IS minutes, roan temperature 

STAOBd) 

RCT P 15761-38-3 

ROT I 3592-95-3 1-Benzotriaxolol. D 7087-68-5 BtN(Pr-i)a 
SOL 109-99-9 THP 

CON SUBSTAOBd) room temperature. pH 7 

SUBSTAOBO) roam temperature -> 0 deg C 

8TAOB(3) 

ROT J 538-75-0 DCC 

CON SUBSTAOEd) 1 hour, 0 deg C 

SUBSTAaB(3} overnight, room temperature 

PRO O S03440-96-8 

NTS intermediate product could be isolated 



PRO N 503440-97-9 
NTB intermediate product could be ieolated 

RCT N 503440-97-9 

STAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-78-« AcOBt 
CON IS minutes, room temperature 

STA08{3) 

RCT O 133140-57-6 

ROT X 3593-95-3 1-Benzotriazolol , D 7087-68-5 BtN(Pr-i}a 
SOL 109-99-9 THP 

CON SUBSTAOBd ) room temperature. f» 7 

SUBSTAaB(3) room temperature -> 0 deg C 

STAOBO) 

ROT J 538-75-0 DCC 

CON SUBSTAOBd) 1 hour, 0 deg C 

SUBSTAaB(3) overnight, room temperature 



PRO P 503440-38-0 

NTB intermediate product could be isolated 



RX(6l) OP 77 
RX(Cl) AN 



or RXU4). RXd) , RX(a), RX(3). RX(4). RXdC) 

A04B + F-»M-»-0 mmm> 



RCT O 503440-96-8 



STAOBd) 

ROT H 7647-01-0 HCl 

SOL 141-78-6 ACOBC 

CON 30 minutee. room temperature 

STAOBO) 

RCT N 33B0-19-4 

ROT O 7087-C8-5 BtN(Pr-i)a 

SOL <8-ia-3 DMP 

COM 3 hours, room temperature, pH 8 - 9 



'WS6I.7S4 



Robert Havlin 



10/S61.7S4 



o 

OBu-t 



ROT 



114/447 




ItX(14) RCT AN 36SS-05>S, AO 107-96>0 
PRO A 133367-03-0 
NTB literature prepn. 

RX(1) RCT A 133367-03-0, B 70-11-1 

nOT D 7087-68-S BtH(Pr-l)3 

PRO C S03440-95-7 

SOL 6S-ia-3 DKF 

COM overnight, room teapereture 

RX(a) RCT C 503440-95-7 

STAOB(l) 

ROT H 7647-01-0 HCl 
SOL 141-7S-C AeOSt 
CON 19 minutea, room tniperature 

STA0B(3) 

RCT r 15761-38-3 



I 2593-95-3 l-Bencotriazolol . D 7087-68-5 BtH(Pr>i)3 
SOL 109-99-9 THF 

CON SUBSTAOBCl) room temperature, pH 7 

SUBSTA0BC2} rtM» temperature -» 0 deg C 

STAOBO) 

ROT J 538-75-0 OCC 
CON SUBSTAOBd) 1 hour. 0 deg C 

SUBSTAOB(3) overnight, room temperature 

PRO a 503440-96-8 

NTB intermediate product could be isolated 

I) RCT a 503440-96-8 

CTAOBd) 

ROT H 7647-01-0 HCl 
SOL 141-78-6 AcOBt 
CON 30 minutea. room temperature 

ffrA0B(3) 

RCT H 3350-19-4 
ROT D 7087-«8-5 EtN(Pr-i)a 
SOI. 68-12-2 DMP 

CON 3 hour*, room temperature, pH 8 • 9 
PRO N 503440-97-9 

NTS intermediate product could be iaolated 

\) RCT N 503440-97-9 

STAOEd) 

ROT K 7647-01-0 HCl 
SOL 141-78-6 AcOEt 
CON 15 minutea. room temperature 

8TAGB(3) 

RCT O 132149- 5?-6 

ROT I 3893-95-3 l-Bensotri«SOlol, D 70S7-66-S BtN(Pr>i)3 
SOL 109-99-9 THP 

CON SUBSTAOBd) room temperature. pH 7 

SUBSTAQB(3) room temperature -> 0 deg C 

STAOBO) 

ROT J 538*75-0 DCC 
CON SUBSTAOBd) 1 hour. 0 deg C 

SUBSTA0BC3} overnight, room tenpereture 

PRO P 503440-96-0 

NTB intermediate product could be isolated 

L6) RCT P 503440-98-0 

ROT AP 64-19-7 AcOH, AQ 7440-66-6 Zn 

PRO T e54749-15-8 

SOL 64-19-7 AcOH. 7733-16-5 Hater 

CON 1 hour, room temperature 

ANSHBR 3 OP 3S CA6RSACT COPYRIGHT 3007 ACS on STN 
140:89809 CASREACT Pull -text 
TITLB: Converaion of a Tyrosine Kinaae Protein Substrate to i 

High Affinity Llgand by ATP Linlwge 
AVniOR(S): Shen, Kui; Cole, Philip A. 



Robert Httvlln 



11V447 



Department of Pharuecology and Molecular Seiencea, The 
Johns Hopkins University School of Medicine, 
Baltimore, KD. 31305, USA 

Journal of the American Chemical Society <3003) , 
135(53), 1617a-l<173 
COOm-. JACSAT; ISSN: 0003-7B63 
PUBLISHER: American Chemical Society 

DOCUMBNT TYPB: Journal 
LANOUAOB: English 

AB Protein kinases often show low affinity for their protein substrates, which makes it 

difficult to study kinase- substrate interactions. Here, the authors show using expressed 
protein ligation with the signaling protein 6rc that it is feasible to install a 
covalently linked ATP moiety into the tail of Src. generating a eemisynthetic protein with 
• high affinity for its cognate tyrosine kinase, Csk. It is also established that this 
Sre-ATP conjugate can be used to aelectively pull down Cak from a complex protein mixture 
Thia work outline* a general etratagy for identifying an unknown kinase that is 
raeponeible for the phosphorylation of a protein substrate on a site of interaat. 

33 THBRB ARB 33 CITED REFBRBHCBS AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



11^/447 




OB 08 





n>2H 



H3N 

I^^SBu-t 

HrK'^o 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINB PRINT • 

IX{3) RCT J £43760-37-6, 8 35094-46-3 

STAOBd) 

SOL 7733 -IS- 5 Hater 

CON overnight, room temperature, pH 7 

STAOBd) 

ROT u 3483-13-3 cleland's reagent 

SOL 7733 -IB- 5 Mater 

CON 3 hours, room temperature. pH 7 

PRO T 643760-30-7 

NTS Trie buffered eoln. both stages, trie(3-carboxyethyl)phosphine 
alternately used in place of dithiothreitol 
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AUTHOR (S) : 
CORPORATB SOURCE: 



PUBLISHER: 
DOCUMBNT TYPE! 



CASREACT COPyRIOHT 3007 ACS en STN 
140:39938 CASRKACT Full -text 
Methods to initiate synthetic re-etructurlng of 
peptides 

Hei, Oi; Harran, Susan; Harran, Patrick O. 
Department of Bleehemiacry , University of Texas 
Southwestern Medical Center at Dallas, Dallas, T] 

75390-9038, USA 

Tetrahedron (2003), S9(4S), 8947-8954 

CODBN: TBTRAB; ISSN: 0040-4030 

Slsevier Science B.v. 

Journal 

Bnglieh 



Robert HavHn 




AB The BuChor* presant a proCQCOl for the •yntheais of macrocyclic peptide ethers via a 

oulti- component condensation reaction followd by metal -catalyzed cycloetherif ication . 
For example, macrocycle I wee obtained in two stepa from the three-component condensation 
of reactance H-Oly-Tyr-tOIBu, allyl carbonate II and iaonitrile 4- 

FC6H4CIi(N.tplbond.C)803CeH4Ma-4. tollowed by cyclization of the adduct in preaence of 
eatalyate ( (i)3-ally) PdClI 3 and van Leeuwen's Xantphoa. The authors are currently studying 
the application of the above protocol to solid-phase synthesis. 

RBF8RBNCB COUHT: IC THBRB ARE IC CITED R8FBRBMCBS AVAILABLB FDR THIS 

RECORD. ALL CITATIONS AVAILABLB IN THE RB FORMAT 



RX(34) OP 170 




STRUCTURE DIAGRAM TOO LAROB FOR DISPLAY • 

IX(24) RCT BM «3D4<)2-47 • 0. B «39491-67-l 

STAOB(l) 

ROT H 584-08-7 K2C03 

SOL 6».ia-3 OMF 

CON S hours, room temperature 

STAOB(3) 

RCT F 165B0C-9S-1 

CON 17 hours, room temperature 

PRO R 693740-SA-S 

ms nol. sieve used in first stage 



RXOS) OP 170 C0NF08BD OF RX<1), RX(24} 
RXOS) A BH « F — >' R 



H O^^O 



AVAILABLB VIA OFFLINB PRINT ' 



C-'^OBu-t 





V' 



RffbtrtHflYlIn 



BTRUCTURB DIAGRAM TOO LAROB FOR DISPLAY ' 



AVAILABLB VIA OFFLINB PRINT * 



RCT A 693730.70-4 

ROT C 110-86-1 Pyridine, D a7413-0»<0 Martin's reagent 

PRO B 639491-67-1 

CON SUBSTAOSd) 1 hour, 4 deg C 

SUBSTAaB{3} 3 houra, room temperature 

RCT BM 639493-47-0, B 639491-67-1 

STAOBd) 

ROT H 584-08-7 ICaC03 

SOL 68-13-3 DMF 

CON S hours, room tenparaturo 

STAOB(3) 

RCT F lS580fi-95-I 

CON 17 hours, room tamiwratura 

PRO R 693740-S8>2 

NTB mol. Sieve used in first stage 



RX(»«) OF 170 COMPOSED OF RX(30). RX(1), ftZ{34} 
RX{»C) BC ♦ BM * F «»> R 



0 

CK^Ol 



STRUCTURE OIAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT < 

3C(30} RCT BC 692730-37-1 

ROT C 110-B6-1 Pyridine, BB 32001-55-1 4-NeOC6H4CPh3Cl 

PRO A 693730-70-4 

SOL 109-99-9 THF 

CON 4 hours, room temperature 

JC(1) RCT A C92730-70-4 

ROT C 110-86-1 Pyridine, D 87413-09-0 Martin's 
PRO B 639491-67-1 
CON SUBSTAOBd) 1 hour, 4 deg C 

SUBSTAOB(3) 2 houra, room temperature 

JC(24) RCT BM 639492-47-0, B 639491-67-1 

STAOB(l) 

ROT H S84-0a«7 X2C03 
SOL 68-ia-a IMF 
cm S hours, room temperature 

STAGS (3) 

RCT F lSSa06-9S<l 
COM 17 houra, room temperature 

PRO R 692740-58-2 

NTB mol . sieve used in first stage 



RX(107) OF 170 COMPOSED OF RX(19), RX(30), RX(1}, RX(a4) 
RX(107) Ay«BA«aB^BM + F —> R 



-NHBu-n 




-NBBu-n 



o o j 



STAGE (3) 

RCT P 16SS0£-9S<1 

COM 17 hours, roon tenparaCure 

PRO R <iS2740-5a-3 

NTS nol. sieve ueed in £irat atege 



J2UML. 



Robert Havlin 



RX(139) OF 170 
RX(139) AH 4 



OP RXde). IUC<19}. RX(20), RX(1), RX(34) 
Bft DB + BK * P "-> 



STRUCTURE DZMRMI TOO LAROB POR DISPIAV - AVAILABLE VIA 0P7LZNB PRINT • 

tX(19) RCT AY 693739-77-4, BA 1S36-67-1 

STAOB(l) 

SOL 109-99-9 TBP 

CON SUBSTAOBd) roon temperature -> -70 dag C 
SUBSTAOBd) 30 ninutaa. -70 deg C 

SUBSTAQBO) 45 ninutea, -70 deg C -> room tenqterature 

STAOBO) 

RCT BB 24424- 99- S 
CAT 1133-50-3 4-OHAP 
SOL 75-09-3 CH3C13 

CON SUBSTAOBd) 30 minutea, room temperature 
SUBSTAasO) 3.S houra, room teiiq{>erature 

PRO BC 693730-37-1 

IX(aO) RCT BC 692730-37-1 

ROT C 110-86-1 Pyridine, BB 33001-5S-1 4-NeOC6H4CPh3Cl 

PRO A 693730-70-4 

SOL 109-99-9 THF 

CON 4 houra, room temperature 

IX(1) RCT A 692730-70-4 

ROT C 110-86-1 Pyridine, D e7413>09-0 Martin'a reagent 

PRO B 639491-67-1 

CON SUBSTAOSd) 1 hour, 4 dag C 

SUBSTAQBO) 3 houra, room temperature 

1Z(34) RCT BN 639492-47- 0, 8 639491-67-1 



ROT H S84-0S-7 K3C03 

SOL 66-12-3 BMP 

CON 5 houra, room temperature 





STRUCTURE OIAORAM TOO LAROB POR DISPLAY - AVAILABLB VIA OPPLIN8 PRINT * 

tX(18) RCT AH 100-63-4, AX a9031-83-4 
ROT AZ 534-17-a CB3C03 
PRO AY 692739-77-4 
SOL 68-13-3 OMF 

OON SUBOTAOBd) room temperature -> IIS deg C 
SUBSTAQBO) « houra. 115 deg C 



10/561.7S4 



Robert HavHn 



SUBSTAQBO) 1.5 hours, 115 deg C 

RCT AY 693729-77-4, BA 1836-67-1 

STAOBd) 

SOL 109-99-9 THF ' 

CON StiaSTAOBd) room temperature -> -70 deg C 
SUBSTAOBO) 30 minutea, -70 deg C 

SUBSTAQBd) 45 minutea, -70 deg C -> room temperature 

STAOBd) 

RCT BB 34434-99-5 
CAT 1133-58-3 4-DMAP 
SOL 75-09-3 CH3CI3 
CON SUBSTAOBd) 30 minutea, room ti 
B{3) 3.5 houra, 



10/561.754 



Robert Havlin 



iratura 

■ature 



PRO BC 693730-37-1 



RCT BC 693730-27-1 

ROT C 110-86-1 Pyridine. BB 33001-55-1 «-MeOC6B4CPb3Cl 

PRO A 693730-70-4 

SOL 109-99-9 THF 

CON 4 houra. room temperature 

RCT A 693730-70-4 

ROT C 110-86-1 Pyridine, D 87413-09-0 Martin'a reagent 

PRO B 639491-67-1 

COM SUBSTAOBd) 1 hour, 4 deg C 

8UBSTAOB(2) 2 houra, room temperature 

RCT BM 639493-47-0. B 639491-67-1 



combination of aolid- and aolution-phaae chemical a veraaclle ayntheala of Che target 
structure wea accompliahed. Examples of aubsequent ligation reactiona are deaoribed. 
RBFBRBNCB COUirr: 28 THBRB ARB 28 CITBD RBFBRBNCBS AVAILABLB POR THIS 

RBCORO. ALL CITATIONS AVAILABLB IN TBB RB FORHAT 

RXC8) OF 73 AO AH... 

• STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT • 

• STRUCTURB OZAORAM TOO LAROB 90R DISPLAY - AVAILABLB VIA OFPLZNB PRINT • 

PAOB 1-C 



H2N^ HS 




ROT H 564-08-7 IC3C03 

SOL 68-13-3 DMF 

CON S houra, roon temperature 



STAGE (3) 

RCT F 165806-95-1 
CON 17 houra, room 



temperature 



PRO R £92740-58-2 

NTB mol. aieve uaed in firat atage 



L6 AH8M8R 5 OF 38 
ACC888I0N NUMBBRt 
TITLBi 



CASRBACT COPYRIOHT 3007 ACS on STN 
140:59930 CASRBACT Full-text 



Synthesla of a f unctionalized high affinity mannoae 
receptor ligand and ita application in the 
eonatruction of peptide-, polyamide- and 
PNA- con j ugate a 

Kinxel, olaf; Pat tori, Daniela; Ingallinella. Paolo; 
Bianchl, Blisabetta; peaai, Antonello 
DeparCnent of Kolacular and Cell Biology, IRBM P. 
Angelettl, Pomezia, 00040, Italy 
Journal of Peptide Science (3003), 9(6). 375-385 
COOBN: JPSIBI; ISSNi 1075-2617 
John Mi ley fc Sona Ltd. 
Journal 
Bngllah 

The ayntheaia of a high affinity mannoae receptor ligand. appropriately functional ised for 
ehemeaeleetive ligation with an antigen or DNA-binding moietiea ia deacribed. By a 



CORPORATE SOURCE: 



PUBLISHER 1 
DOCUMENT TYPE 



Robert HavHn 



Rftfrffi Havlln 



0TRUCTUR8 DIMRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 
' BTRUCnmX DXAORMI TOO LMOB FOR OZSPLAV • AVAILABLE VIA 07FLIHB PRINT • 



CO 




AO 635708-52-0 



(1) 



ROT AI 7«4<-BS-7 ZnCl3, AJ 7SS8-79-4 N«aRP04 , AK 63-68-3 

L-Methlonine, AL 7790-36-S Ma204 
SOL 7733-16-S NatBr 
CON IS mlnucaa. room t«mpttratur« 

STAGS (3) 

ROT O 76-05-1 F3CC03H 

PRO AH 63S706-S3-1 



L6 



ANSWER 6 or 38 CASRBACT COPYRIOHT 3007 ACS on 8TN 




0 



ACCESSION NUMBER 
TITLE: 



<8): 



139:314703 CASREACT Pull-taxt 
SynCheala and hydrol^sl* atudie* of a peptide 
containing the reactive triad of aerine proteaaea with 
an aaaociated lintter to a dya on a solid phaae aupport 
Clough, John M. ; Jonaa. Ray V. H.; McCann. Hannah; 
Morris, David J.; Wllla, Martin 

Syngenta. Jealott'a Hill Research Centre, Berkshire, 
R043 CBY, UK 

Organlo 6 BiomoleeuUr Chesiiatry (3003), 1<») . 

1466-1497 

COOBN: OBCRAK; ISSN: 1477<0530 
Royal Society of Chemistry 
Journal 
Engl i ah 

The aynthaais ot a Tantagel- supported peptide incorporating the reactive triad of serine, 
hiatldlna and aspartie aeid. found within aerine proteaae eBsymee, ie deaerlbad. 
RBFBRBNCS COUNT: 30 THERE ARB 30 CXTBD RBPBRBNCB8 AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLB IN THB RB FORMAT 



SOURCE I 



PUBLISHER: 
DOCUMENT TYPE 
LANOUAOB: 



RX<3S) OF 3S6 




Me 

JL JH^ ^(CH2)4 

SM 

raaln-bound 



PAOB 1-C 




PAOS 1-A 



Rtfbert Havlln 




RX(3S) RCT BN S90402-32-7D. AX 590403-17-6 
STAOBd) 

ROT BP 12B6aS-Sa-S Benzotriazolol P der. BO 70B7-£a-5 

BtN(Pr-l)a, BR a9»3'9S«3 l>B«nsotriasolol 
SOL 68-ia-a DM7 
CON 3 houra, roon temperatura 

STA0B{3) 

ROT AV 7G-0S-1 P3CC03H. Aif 6485-79-6 Sllana. 

tria(l-aathylathyl) - 
cm a houra, roon temperatura 

PRO BO 59040a-41-«D 

ITTB aelid-auppertad raaetlon. firat ataga attachnumt to raain 



raain-bo und 



STRUCrURB OIAORAM TOO LAROB TOR DISPLAY - AVAILABLB VIA OPrLINB PRXirr < 



RXOO OP 3S« ...SN ♦ AL >••> BS 



RrtwrtHflYtln 




M« O He 1^ 

l2M-"^0 



PAOB I'B 



• STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFPLXHB PRIHT • 
RXC36) RCT BN 590403-33-70, AL 590403-19-0 
STAGS (1) 

ROT BP I3S635-53-5 Benzotriazolol P der, BQ 70B7-fia-S 

Btll(Pr-i)3, BR 3S93>9S-3 1 -Benzotriazolol 
SOL 6S-13-3 DMP 
CON 3 hours, room temparature 

STAOB(2) 

ROT AV 76-OS-l P3CC02H. AM 64«5-79>6 Silane, 

trie (1-mathylathyl } - 
CON 3 houra, room temperature 

PRO BS &9040a-4a-9D 

NTS aolid-auppcrted reection, firat atage attechnent to reain 

RX(37) OP a56 ...BN ♦ AM — > BT 




133/447 



Rnb'rtHavlln 1WS61.7S4 
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Robert HavHn 




* STRUCTURB OIAORMt TOO lAROB FOR DISPLAY • AVAIIABLB VIA OPFLINB PRINT * 



Ma 

JL JL ^ (CH2)4 




rasin-bound 



* STRUCTURB DIAORAH TOO LAROB FOR PI SPLAY - AVAILABLB VIA OFFLINB PRINT < 





RfffrmHavIln 




RX(37> RCT BN 59040a'33-7O. AM 590402-31-4 

STAOBd) 

ROT BP 13B63S-53-5 Benzotriazolol P d«r, BO 7087-fiS-S 

BtN(Pr-i)a. BR aS»a-»S-3 1-BenzotrlBZOlol 
SOL SB-ia-a OMF 
con 3 hour a, room temperature 

6TA08(3) 

ROT AV 76-OS-l P3CCOaH, AH G485-79-fi Silane, 

triad-methylethyl}- 
CON 3 hour*, rooM Cenparatur* 

PRO BT S90403-43-0D 

NTB aolid-aupporcsd raaction, firat atage attachment to reain 



reain-bo und 



RX(3») OF aSC ...BM + AN — > BU 



' STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFFLINE PRINT < 




'WS6t.754 



Robert Haviin 1CVS61.754 



138/447 



Robert Havlln 



KH3 




M* O 



* 8TRUCTURB OIAOItAN TOO UUUB FOR DISPIAY • AVAILABLB VIA 0771,1113 PRZNT < 
RXOS) RCT BN S90403Oa-7D. AM 590403-33-C 
STAGE (1) 

ROT BP 138633-52-5 Bsnxotriazolel P der, BQ 70a7-ca-5 

BtH(Pr-i)2, BR 3593-95-3 1-Benzotrla20lol 
SOL 68-13-3 DMP 
CON 3 hours, room tamperature 

STAGS (3) 

ROT AV 76-05-1 P3CC03H. AM 6485-79-6 Silana, 

tria {1 -natbylathyl ) - 
CON 3 hours, room tanparature 

PRO BU S»0402-44-lt} 

OTB aolid-aupportad raaction. first ataga attachment to reain 
RX09) 07 356 ...fat * AO mmm> BV 




149/447 



R9frtilHflYltn 




Me 

raain-bouad 

• STRUCTURB DIAORAM TOO LAROB TOR DISPLAV - AVAILABLB VIA OPPLINB PRIMr • 

PAGE 3-A 




• STRUCTURB DIAORAM TOO LAROB TOR DISPLAY - AVAILABLB VIA OTFLINB PRINT * 

PAOB 1-B 




1WS61.754 



HWM7 



Robert Havllii 



Robert Havlln 




NBs 

^ CO2H 

^ O O i-Bu 0 

CO; 




r«a 1b- bound 



ia{3») RCT BN 5904U2-33-7D, AO 590403-35-8 
STAOE(l) 

ROT BP 13e€3S-53-5 Benzotriazolol P der, BQ 7OS7-C0-S 

BtN(Pr-i)3, BR 3S93-9S-3 1 -Benzotrlazolol 
SOL 68-13-3 DMP 
CON 3 hour*, room temperatura 

STMB(a) 

ROT AV tS-OS'l PSCCOSH, AN <465-79-C 8ilan«. 

tria (l-metbylathyl) - 
CON a hour*, roon tanqp«rature 

PRO BV 590403-45- 3D 

MTB •olid-support«d raaotiotti firct stag* attaohnant to raain 



Me 



rea in -bound 



' OTRUCTURB DIAGRAM TOO LAROB FOR OISPIAY - AVAILABLE VIA 07PLINB PRIOT * 



RX(40) OF aS6 



.BN « AP -•-> BV 



10/561.7S4 143/447 Robert Havlln mSSUSA 144/447 Robert HavHn 



PAOB a -A PAOl 1-C 




BtH(Pr-i)a, BR 3S9a-9S-a 1-Bensotriazolol 
SOL 6S>ta-2 DM7 
COM 3 houra, room tamparatura 



STA0B(3) 

ROT AV 7fi-0S-l P3CC03K, AM 64SS-79-6 Silano, 
PAOB 1-B triad-mathylethyl) • 

CON 3 houra. roon temperatura 





He • STRUCrURB DZAORAM tDO lAROS FOR DX8PIAY - AVAIIABLS VIA OPPLIMS PRINT • 

JL Ji^ ^(CH2)4 

BH 

rasin- bound 




14ff/447 





PAOl 1-D 

.H02 




RX(41> RCT BN 590402 -32 • 7D. AO 590402>a7>0 
fiTAOBU) 

ROT BP 13S63S-53-5 Bensotrlasolol P dar, BO 7087-C«>5 

Btll(Pr-l}3. BR 3593-V5-3 l-Bsnzotriazolel 
SOL £8-13-3 DMP 
CON 3 hours, room tamperatur* 

STAOE(3) 

ROT AV 76-05-1 F3CC03H, AW 6465-79-6 Silana, 

trlad-Diethylethyl) - - 
CON 3 houra, room tamparacura 

PRO BX 590403 -47- 4D 

tm aolid-aupporcad raactlon, firac acaga atcachmanc ce raai 



RX(43) OF 356 . . .BN 



• STRUCTURE DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLE VIA OPPLIMB PRINT • 

PAOB 1-B 



•OBtt-t 



I(VS6I.7S4 149/447 Robert Havlln 1W561.7S4 ISO/ 447 Robert Havltn 



PAOB 1-D 

* 6TRUCTUR8 DIAGRAM TOO LAR08 FOR DISPLAY • AVAILABU VIA OFFLINE PRINT • 




M« O 




■> file rag 

COST IN U.S. DOLLARS 

FULL BSTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYIHO ACCOUNTS) 
CA SUBSCRIBBR PRICE 



SINCE FILE 
ENTRY 
5. S3 

SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
130.06 

TOTAL 
SESSION 
-0.73 



Robert Havlln 



Robert Havllii 



ring nodes : 
4 5 6 7 e 17 18 1» aO 31 
chain bonds i 

1-3 1-3 1-35 4-13 13-13 13-14 14-36 IS-IB IS-IS 15-3B 17-33 33-33 33-34 
34-37 

ring bond* : 

4-5 4-8 S-fi 6-7 7-8 17>1S 17>31 18-19 19-30 30-31 
•xBct/noxB bonds ; 

1-3 1-3 1-35 4-S 4-8 4-13 5-6 6-7 7-8 13-13 13-14 14-36 15-18 15>16 
lS-38 17-18 17-31 17-33 18-19 19-30 30-31 33-33 33-34 34-37 



FILE 'RBOISTRY* BNTBRBD AT 08:3«:44 ON 30 MAY 3007 

USB IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AOREEMSNT. 

PLEASE SEE "HELP U8A0BTBRMS' FOR DETAILS. 

OOPYHIOHT (C) 3007 Anarlcan chanleal Sociaty (ACS) 

Proparty valuaa taggad with IC ara erom tbe 2IC/VINITI data flla 
provldad by InfeCham. 



STRUCTURE PILE UPDATES: 
DICTIONARY PILE UPDATES: 



38 MAY 3007 HIGHEST RN 935999-19-3 
38 MAY 3007 HIGHEST RN 935999-19-3 



New CAS Information Uaa Policiaa. enter HELP USAOBTERMS for detail*. 

TSCA INFORMATION NOH CURRENT THRDUOH Decenber 3, 3006 

Plaaaa note that search- torm pricing does apply when 
conducting StnartSSLBCT searchaa. 

RBOISTRY includes numerically searchable data for experimental and 
predicted properties as well as taga indicating availability of 
experimental property data in the original doctiment. For infoznacion 
on property searching In RBOISTRY, refer to: 

http ! //wtnt.omm ■ org/aupport/atnctan/atndoc/propTtiaa . html 

Uploading CiXProgran Filaa\6tnaxp\Queriaa\10 .S617S4\clnl4 eropl plua.atr 



2: 




OlsCS 

Match laval : 

ItCLASS 3:CIiASS 3:CLASS 4 :Aton 5:Atom 6:Aton 7:Atoa 8:AtOB 13i 
14:CLASS lS:CLASa 16:CIiAS8 17tAtaB 18iAton 19tAtoa aOiAtOB 31 tJ 
34:CLASS 3SiCLASS 36sAtMi 37; Atom 38:CLASS 
fragmenta aasigned product role: 
containing IS 

fragmenta aaaignad r«actant/r«ag«nt rola: 

containing 1 
containing 4 



STRUCTURE UPLOADED 
L7 STR 

• STRUCTURE DIAGRAM TOO LAROB FDR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 
Structure attributes nuat ba viewed using STN Bxpraa* query preparation. 



13: CLASS 
SatCLASS 33ICLASS 



-> file caareact 
COST IN U.S. DOLLARS 

PULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYINO ACCOUNTS) 
CA SUBSCRIBBR PRICE 



SINCE FILE TOTAL 
ENTRY SESSION 
0.4S 130.91. 



SINCE FILE 



TOTAL 
SESSION 
0.00 -0,73 



FILE 'CASRSACT* ENTERED AT 08:39:13 ON 3D HAY 2007 
USE 19 SUBJECT TO THE TERMS OP YOUR CUSTOMER AOREBMENT 
COPYRIGHT (C) 3007 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the artielea to which racorda in thia databaaa refer ia 
held by tbe publiahers listed in the PUBLISHER (PB) field (available 
for records published or updated In Chemical Abstracts after Daceaber 
36, 1996), unless otherv^ise Indicated in the original publications. 

FILE CONTENT: 1040 - 37 May 3007 VOL 146' ISS 23 

New CAS Information Use Polieiaa. enter HELP USAOBTERMS for details. 



chain nodes t 

1 3 3 13 13 14 15 16 33 33 34 35 36 37 38 



CASRSACT now has more than la million reactions 



153/447 
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Some CASREACT records are derived from che ZIC/VINITI database (1974-1»99) 
provided by inCoChem, INPI data prior to 1986, and Biotranaforraations 
database compiled under the direction of Profeaaor Dr. Klaus Kiealich. 

This file contains CAS Registry Numbers for easy and accurate substance 
identification. 

-> s 17 

SAMPLE SEARCH INITIATED 08:39:10 FILE 'CASREACT' 
6CREBNIN0 COMPLETE - 1444 REACTIONS TO VERIPY rRON 



100.0% DONE 1444 VERiriED 

SEARCH TIME: 00.00.01 



20 HIT RXNS 



71 DOCUMENTS 
5 DOCS 



1WS61.7S4 



>S4/447 



Robert Havlin 



RX(9) OF 5S 



AP ...> AQ. 




FULL FILE PROJECTIONS: ONLINE ••COMPLETE** 
BATCH • •COMPLETE* • 
PROJECTED VERIFICATIONS! 3fiC03 TO 311S7 

PROJBCTBO ANSWERS: S TO 334 



L8 



5 SEA SSS SAM L7 ( 20 RBACTIOHS) 



■> ■ la not py > 3003 

101431 PY » 3003 
L» 3 L6 NOT PY > 3003 

» d ibib aba fhit 



O 



AUTHOR (S) : 



OORPORATB SOURCE i 



t 1 OP 3 CASREACT COPYRIGHT 3007 ACS on STN 
ACCESSION NUMBER: 130:395710 CASREACT Full - text 

TITLSi Synthesis of N-Pmoc 3< [4< (di-tert- 

butylphosphonooethyl) phenyl) pipecolic acid as a 
con format ionally constrained phoaphotyrosyl mimetic 
suitably protected for peptide synthesis 
Liu. Ding-Ouo; Nang. Xiang-Zhu; Oao, Yang; Li, Bihua; 
Yang, Dajun; BurXe, Terr«nce R. 

Centar for Canoar Raaeareh, Laboratory of Madicinal 
Chmiatry. NCZ ac Fredsriek. Pr«d«rick. KD. 21703, USA 
Tetrahedron (3003). S8{53}, 10433-10430 
CODBN: TBTRAB; IBSNi 0040-4030 
Elsevier Science Ltd. 
Journal 
English 

AB Phosphonomethyl phenyl alanine (Pmp) has shown wide utility as a hydrolytically stable 
phoaphotyrosyl mimetic, particularly in Src homol . 3 (SHS) domain-binding peptides. 
(38,3R] -3- [4- (phosphonoDwthyDphenyllpipoc olie acid (3) rapraa«nt« a variant of Pmp 
having ^ and torsion anglaa conat rained through incorporation into tha piper idinyl ring 
structure contained within pipeeelie acid. Reported hare is tha anantiosolactive 
preparation of 3, in an orthogonally protected form (title compound, 4} suitable for use 
in peptide synthesis. Stereochemistries at both the 3- and 3 -positions are derived 
inductively from a single chiral center provided by the com. available Evans chiral 
auxiliary, (4S) •4-benzyl-l, 3-oxazolldin-3<one. Incorporation of 4 into a arb3 SH3 domain- 
directed tripeptide showed that Orb2 8H3 domain -binding affinity was reduced relative to 
the parent Pnp- containing tripeptide. Although conformational constraint did not enhance 
affinity in this case, novel amino acid analog 4 may serve as a useful tool for the 
induction of definad phosphotyroayl geometry in paptidea directed at other signal 
transduction targets. 



PUBLISHER: ■ 
DOCUMENT TYPE: 
LANGUAOBi 




Y?BI 



RCT J S2S975-18-3 

STAOBd) 

ROT AR 110-a»-4 Piparidina 
SOL 7S-0S-B HeCN 
,CQN 4 hours, rooB tamparatura 



STAaB(3) 

RCT AP 390G1-59-1 

ROT AS 70a7-«e-S BtN(Pr-i}3 

SOL 6S-13-3 DKP 

CON overnight, rooa tan^aratura 



Iff/447 
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1WS61.754 



STAGE (2} 

RCT Y 598-31-0 

ROT D 7087-Se-S BtN(Pr-i)3 

SOL 75-09-3 CH3C13 
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PRO AH 339133-44-3 



PRO AQ S3SS75-19-3 



THBRB ARB 38 CZTBD RBFBRBNCBS AVAILABLB FOR THIS 
RECORD. ALL CITATIONS AVAILABLE XH THE RB FORMAT 



THBRB ARB IS CITED RBFERBNCBS AVAILABLE FOR THIS 
ALL CITATIOHS AVAILABLE IN THE RB FORMAT 



•> d ibib abs fhit 3- 

YOU HAVE RBQUBSTED DATA FROM 3 AHSMBRS 



Y/(M) sy 



ACCESSION 
TITLE: 
AUTHOR (S) : 

CORPORATE SOURCE: 



L9 ANSHBR 3 OF 3 
ACCESSION NUMBER: 
TITLBi 



CASRBACT COPYRIOHT 3007 ACS on STN 
137t347C66 CASRBACT Full -text 

Bicyclie piperasinylbenxenesulphonanides are potent 
and selective S^HTS receptor antagonists 
Broaidge, Steven M. ; Clarice, Stephen B.; King, Frank 
D.; Lovell, Peter J.; Newman, Helen; Riley, Graham; 
Routledge, Carol; Seraf inowaka. Halina T.; Smith. 
Douglas R.; Thomas. David R. 

Department of Psychiatry, OlaxoStnithKlina, Essex, 
Harlow. CM19 SAM, UK 

Bioorganic Medicinal Chemistry Letters (2003), 

13(10), 1357-1360 
CODEN: BMCLEO; ISSN: 09€0-e94X 
Elsevier Science Ltd. 
Journal 
English 

The synthesis of novel 3- (octahydropyrido (1, 2-a] pyrazin-2-yl) - and 3- 
{haxahydropyrrolo[l,3-a]pyrazin-3-yl)phenyl-3-benzaCb]thiophene sulfonamide derive, is 
deaerlbed. Tha eonpds. show high affinity for tha S*RTC reeaptor, excellent aelactivlty 
againat a range of other receptors, and good brain penetration. 



RX(IO) OF 33 ...AS ♦ Y -««> AH. 



PUBLISHER: 



COPYRIGHT 3007 ACS on STN 
126:118191 CASRBACT Pull -text 
Total synthesis of cyclothialidine 

Goetsehi. Srwin; Jenny, Christian Johannes; Raindl, 
Peter; Ricklin, Fabienne 

Pharaa Division, Hoffmann-La Roche Ltd.. Baael, 
CH-4003, Swits. 

Helvetica Chiniea Acta (1996). 79(8), 3319-2334 

CODBN: BCACAV; ISSN: 0018<019X 

Verlag Belvetica Chimica Acta 

Journal 

English 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE: 




0^ _OBu 




(10^ 




HaaCMesSiO ^'''^^^^^^^ 
Me2SiO HI 



AB 339133-43-0 



A total synthesis of cyclothialidine I, a DNA gyrase Inhibitor isolated frost Streptosiyees 
filipinensls, is described. The synthetic concept was tested by preparing a lactone 
containing the bicyclie core entity of I. Key features of the synthesis of I are 
preparation of 3. 5-dihydroxy-3. 6- dimethylbenxoate fron 3, S-dihydraxyben«oate by 3 
eonaecutive Mannich aminomethylatlon/hydroganation aaquencea, benzyl ic N-faraau>aucoinlmida 
bromination of an ester derivative thereof and its subsequent coupling with Boe-Ser-Cys- 
OMe, cyclization of tha o-hydroxy acid II (R • OH, Rl - H) to the 13-meaberad lactone II 
(RRl " bond) using preferably Mitsunobu conditions, and completion of the peptidic side 
chains of I using Boc strategy. Optically pure cis-N- (tert-butoxycarbonyl) -3 -hydroxy-L- 
proline was obtained by resolution of the racemate via an efficient reaction sequence 
containing a lipase-catalyzed anantiospecif ic acetate hydrolysis. The structure of 
natural I was eonf insed by comparison with the synthetic material , The synthetic route 
daaeribed provides also easy access to analogs of I . 
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8TRUCTUR8 UPLQAD8D 



Robert Havlln 



RX<S) 07 433 




FILE 'CASRBACT' BHTERBD AT 08:31:Sfi ON 30 MAY 3007 
L5 50 S L4 

PILS •CASRBACT* ENTBRBD AT 0B:34:0C ON 30 MAY 3007 
I»6 Sa S LS NOT Py>3003 

PILE 'RSOISTRy' BNTBRSO AT 08 t 38 i 44 ON 30 MAY 3007 
L7 STRUCrURB UPUIAOBD 

PILE 'CAERBACT* BHldRBO AT 08:39:13 ON 30 MAY 3007 
L8 5 8 L7 

L9 3 S L8 NOT py > 3003 

■> • 17 full 

FULL SEARCH IHITIATBD 08:47:17 FILE 'CASRBACT' 
SCRBBNINO COMPUtTB - 30S69 REACTIONS TO VERIFY PRCM 



100.0% DONE ■ 30569 V8RIFIB0 
[ TIME: 00.00.04 



4S5 HIT RXNS 



1466 D0CUKBNT8 
4« DOCS 



4« SEA 5SS FUL L7 ( 455 REACTIONS) 



■ > • 110 liot py >3003 

101431 PY >3003 
Lll 31 LIO NOT PY >3003 

» ■ 111 not 19 

L13 18 Lll NOT L9 

-> d ibib aba hit 1-10 



STRlfCTURB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLE VIA OPPLINB PRItTT * 

pkOB a -A 



RX(S} RCT L 32G3-7a-4, P ia»133-»0-l 

ROT R 35953-53-8 BDAP 

PRO Q 186133-91-2 

SOL 75-05-8 M«CN 



-> d hiaC 

(PILE •HOME' BHTBRBD AT 08118:34 OH 30 HAY 3007) 

7ILB 'RBOISTRY' BNTBRBD AT 08:16:37 ON 30 MAY 3007 

LI STRUCTURE UPLOADED 

PILE 'CASRBACT' BNTBRBD AT 08:19:13 OH 30 HAY 3007 

La 0 8 LI 888 8AM 

LI 1 8 LI 888 FULL 

PXLB 'RBOXSTRY' BNTBRBD AT 08:31:37 ON 30 MAY 3007 



PATSirr ASSIONBBCS) t 



L13 ANSWER 1 OF 18 CASREACT COPYRIOHT 3007 ACS On STN 
143:447413 CASREACT Pull«f Xt 
Preparation of tripeptidas aa hepatitia C virua 
inhibitora 

Boahringar Ingalhaim Canada Ltd.. Can. 
Can. Pat, Appl., 33 pp. 
CODBN: CPXXBB 
DOCUMENT TYPE: Patent 
LANGUAGE : Bngliah 
FAMILY ACC. MUM. COUNT: 1 
PATENT INFORMATION: 

PATENT NO. 



KIND DATE 



APPLICATION HO. DATE 



OA 3370400 
PRIORITY APPLH. ZNFO. : 
8(8): 



Al 30030801 



CA 3003-3370400 30030301 
CA 3003-3370400 30030301 



HARPAT 143:447413 



' STRUCTURE DIAGRAM TOO LAROB FDR DISPLAY - AVAILABLB VIA OFFLINE PRINT • 

tB The invention relatea to tripeptldea I [B ia H, (un) aubatltutad aryl, aralkyl, 

heterocyclyl, acyl. C03H or eater, a (thio) amide or aulfonyl group; Y is H or alkyl; R3 ia 
{un)aubatituted alkyl, cycloalkyl or aDcylcycloalkyl; R2 ia CH3R30. NHR30, OR30 or SR30, 
where R30 ia (un}aubatituted (un) aaturated cycloallcyl, aryl, arallcyl, heterocyclyl, ate.; 
Rl ia H, (un) aubatltuted alicyl, cyeloaDcyl, alkenyl or alkynyl optionally aubatituted by 



Robert Havlin 



halogen] or their pharmaceutically-acceptoble aalta or eatera, including racemi 
diaatereoiaoQers and optical iaomera, which are inhibitora of tho hepatitia C virua (HCV) . 
Thua. tripeptlde II waa prepared by a multiatep ayntheaia involving etherif ication of 
tripeptida prolinol derivative and cyclizatlon of 3- (branoaeatyl)quinolina derivative with 
tert'butylacetylthiourea aa key atepa. Compound II ia extremely active againat the HCV 
N83 proteaaa on the baaia of enzymic and cellular aaaays. 
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RX(ll) OP 55 COMPOSED OF RX(3), RX(4) 
RX(ll) C + L »•> P 




350 dag C -> 330 dag C 
330 dag C -> 345 dag C 



RCT C 791835-61-5 
PRO H 79183S-C3-i 
SOL 101-84-8 PhOPh 
CON SUBSTAOBd) 5 minutea, 

SUBSTAOBO) 7 minutea, 

SUBSTA0B(3) cooled 

SUBSTA0B(4} 0 deg C 
NTS extended heating at 2 50 degree celaiua would give 

decarboxylation of dealred eater, reaction ia done in two 

batches 

RCT H 79183S-63-6, L 801282-34-8 
ROT 0 534-17-8 Ca3C03 

PRO p a.siQ09-6a-a 

SOL 873-50-4. NMBP 
CON SUBSTAOB(l) room temperature 
SUBSTAOBO) $ boura, 73 deg C 



RXda) OF 55 CCMP08B0 OF RX(1), RX(3). RX(4) 
RX(18} A -» a » L »-> P 



J-X' 



o o 





o 



RCT A 3S7S-33-4 

STAOB(l) 

ROT D 144-55-8 NaHCX>3 
SOL 7733-1B-5 Water 
CON neutralized 



STAOSO) 
RCT 
ROT 
SOL 
CON 



B 7e3-43-<) 
B G2-S3-3 PhMH2 
67-56-1 MeOH 

SUBSTAOSCl) 0 deg C. neutralised 
SUBSTAOBCa) heated 
SUBSTMBO) a hours. «5 dag C 
fiUBSTAaB(4) 14 hours, room temperature 

PRO C 7»ia3S-fil*S 

WTB exothermic reaction in eecond etage. incremental addition o{ 
aniline in eecond etage 

RCT C 791835-61-5 
PRO H 791835-62-6 
SOL 101-84-8 PhOPh 
CON SUBSTAOBd) 5 ninutea, 350 ( 

SUBSTAaB(2) 7 minutes, 330 < 

SUBSTAOBO) cooled 

8UB8TAaB(4) 0 deg C 
am extended heating at 3S0 degree celaiue muld give 

decarboxylation of desired eeter, reaction ie done in tw 

batches 

RCT H 791835-63-6, L 803282>34-a 
ROT Q 534-17-8 Ce3C03 
PRO P SS1009-68-2 
SOL 872-S0-4 NMEP 
CON SUBSTAOBd) room temperature 
SUBSTAOBO) S hours. 73 deg C 



START 1I8XT RBACTION SBQUSNC8 



-> 330 deg C 
•> 34S deg C 




RX(1») OF 55 COMPOSBD OF RBACTION SBQUBNCB RJ[(3) , IIX(4) 
AND RBACTION 8BQUBHCB RX(a), ia(4) 



cr 



H2C-*^\ 



XI. 



batches 

RCT H 791835-63-6, L 601282-34-8 
ROT g 534-17-8 Ca2003 
PRO P 8S100»-«a-3 
SOL 873-50-4 NMBP 
OON SUBSTAaXD room ten^erature 
SUBSTAOBO) 5 hours. 73 dag C 



RX{30) OP S5 COMPOSBD OF RX(3), RX(4), RX(S) 
RX{30) C •» L .»> S 



Robert Havlln 




RCT J 573934-77-7. K 98-58-8 

STAOB(l) 

CAT 1133-58-3 4-OMAP 

SOL 75-09-3 CH3C13 

CON room temperature -> 0 deg C 



STAOB(3) 



ROT N 131-44-0 Bt3N 

CON SUBSTAOBd) 3 minutes, 0 deg C 
SUBSTAOBO) 1 hour. 0 deg C 
SUBSTAOBO) 0 deg C -> room tenverature 
SUBSTAOB(4> 18 houra, room temperature 

PRO L 801383-34-8 

RCT C 7»ie3»-»l-5 
PRO H 791835-63-6 
SOL 101-84-8 PhOPh 

CON SUBSTAOBd) 5 minutes. 3S0 deg C - 

SUBSTA0B(3) 7 minutes, 330 deg C • 

8UBSTAQS(3) cooled 

SUa8TAOS(4) 0 deg C 
KTB extended heating at 250 degree celsius would give 

decarboxylation of desired ester, reaction is done in t 



•> 330 deg C 
' 345 deg C 



* 8TRUCTURB OIAORAM TOO LAROB FOR DISPLAY - AVAILABL8 VIA OFFLINB PRINT * 

RX(3) RCT C 791«JS-fl-5 

PRO H 791835-63-6 
SOL 101-84-8 PhOPh 

CON SUBSTAOBd) 5 minutes. 390 deg C -> 330 deg C 

SUBSTAOB(3) 7 minutes. 330 deg C •> 345 deg C 

SUBSTAOBO) cooled 

SUBSTAOB(4) o deg C 
NTB extended heating at 350 degree Celsius muld give 

decarboxylation of desired ester, reaction is done in two 

batches 

RX(4) RCT H 791835-63-6. L SC138Z--34-8 

KIT Q 534-17-8 CS3C03 



16S/447 



PRO P B51009-68-3 
SOL a73-S0-4 HMEP 
CON SUB8TAOS<l) room temparaturs 
6UBSTMIB(3) S houra. 73 deg C 

RXtS) RCT P BS100»<CB-3 

HOT T 1310>73.3 HaOH 
PRO 8 eS1.00.4-«9-3 

SOL 7733-lB-S Natar. fi7-56-l MeOH« 109-99-9 THP 
CON SllBSTAOB(l) room temperature 

SUBSTAOSO) 1.5 houra, room temperature 



nMa2 



IIX(31) OP 5S COMPOSED 07 R8ACTI0N SEQUBNCB RX(3), RX{4) 

AND REACTIOH SEQUBNCB RX<1). tUC(3). RX<4) 
. . . J * K ■■■> L. . . 
...A *■ B * L — » P 




START NBZT RBACTXOM SBQIIBHCB 



RXO) RCT J S7a934-77-7, K 9S-59-S 

STAOB(l) 

CAT 1133»$a-3 4-DMAP 

SOL 7S-09-a CH3C13 

CON room tenparatura -> 0 deg C 



167/447 



STAaB(2) 

ROT M 131-44-0 at3N 
CON SUBSTAOBd) 3 mlnutea, 0 deg C 
SUB8TA8B(a) 1 hour. 0 deg C 

B(3) 0 deg C -> room tenverature 
B(4) IB houra, room temperature 



PRO L a0138a-34-8 



Robert Havlln 
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RCT A 357S-33-4 

STAOB(l) 

ROT D 144-55-8 NaHC03 
SOL 773a-lB>5 Water 
CON neut rallied 



STAOE{3) 
RCT 
ROT 
SOL 
CON 



B 762-43-5 
B 63-53-3 PhNHa 
67-56-1 MeOH 

SUBSTAOB(l) 0 deg C, neutralized 
SUBSTAOSO) heated 
SUB9TAOB(3) 3 houra, 65 deg C 
SuasTAaB(4) 14 houra, room temperature 

PRO C 79ia35-«l-5 

NTB exothermic reaction in aecond ataga, incremental addition oC 
aniline in aecond atage 

RCT C 791B3S-61-S 
PRO n 791835-63-6 
SOL 101-84-8 PhOPh 

OON SUBSTAOBd) S nlnutea. 350 deg C -> 

SUBSTAOB(a} 7 minutea, 230 deg C 

SUBSTAOBO) oooled 

SU8STAaB<4l O deg C 
IfTB extended heating at 350 degree celaiua would give 

decarboxylation of deaired eater, reaction la done in two 

batehea 

RCT H 791935-63-6, L 801383-34-8 
ROT Q S34-17-8 C»2C03 
PRO P fi?1009-6a~3 
SOL 873-50-4 NMBP 
OON SUBSTAOBd) room temperature 
SUBSTJUSCa) 5 houra, 73 deg C 



RX(33) OP SS COMPOSED OF RXd) , RX(3), RX(4). RX{5) 

RXlaa) A ■» B + L mmm> 8 




< 330 deg C 
. 345 deg C 



STRUCTURB DIAORAH TOO LAROB POR DISPLAY - AVAILABLE VIA OFPLIHB PRINT • 

tXCl) RCT A 3575-33-4 

STAGS d) 

ROT D 144-5S-S HaHC03 
SOL 7733-18-5 Natar 
CON neutralised 

STAOBd) 

RCT B 762-43-S 

ROT B 63-53- 3 PhNH3 

SOL 67-56-1 MeOH 

CON 5x;BSTAOBd) 0 deg c, neutralised 
SUBSTA0B(3) heated 
SUBSTAOBd) a houra, <S dag C 
8UBSTAaB(4) 14 houra, room temperature 



C 79183S-61-S 
exothermic reaction in aa< 
aniline in aecond atage 



icond ataga, incremental addition of 



cV' 

Ime2 



V 



RCT 
PRO 
SOL 
CON 



RCT 
ROT 
PRO 
SOL 
OON 



C 791835-61-5 
H 791835-63-6 
101-84-8 PhOPh 

SUBSTAOS(l) S ninutea. 3S0 deg C -> 330 dag C 
SUBSTAa5(2) 7 minutea, 230 deg C -> 345 deg C 
SUBSTAOEd) cooled 
SU8STAQB(4) 0 deg C 

extended heating at 350 degree celaiua would give 
decarboxylation of deaired eater, reaction ia dona in two 
batehea 

H 791835-63-C, L 801383-34-6 
Q 534-17-8 C83C03 

P 851009-68-3 
873.S0-4 NMEP 

SUBSTAOBd) room temperature 
SUBSTAaB(3} 5 hOura, 73 deg C 



RCT P S51009>6B'2 
ROT T 1310-73-3 NaOH 
PRO S B510aS-tJ-3i 

SOL 7732-18-5 Macer, 67-56-1 MeOH. 109-99-9 THF 
CON SUBSTAOBCD roora tenperaCure 

SUBSTAOBta) l.S hour*, rooa tempornture 



RX(2S) OP S5 C0MP08BD OP RX{2}, RX(4), RX{5), »((«) 
RX(3S) C ♦ I. ♦ V •-•> W 




RCT C 791835-C-1-5 
PRO H 791835-62-6 
SOL 101-94-8 PhOPh 

CON SUBSTAGBd) 5 nlnuC**. 350 dag C -> 330 d«g C 

SUB5TMB<3) 7 ninutea, 330 deg C -> 345 deg C 

SU88TA0BO) cooled 

8UBSTAOB(4) 0 d«g C 
HT8 extended heating at 350 degree eelaiue tnuld give 

decarboxylation of deeired ester, reaction ie done in two 

batchea 



RCT H 791835-62-6, L (101282-34-8 

ROT Q 534 -17- a Ca2C03 

PRO P 851009-68-2 

SOL 873 •50*4 NMBP 

COH SUBSTAOBd) room temperature 
8UB8TA08(3) 5 hours, 73 deg C 

RCT P 8S1009-6B-3 

ROT T 1310-73-3 NaOH 

PRO S 851009-69-3 

SOL 7733- 18-5 Water, 67-S6-1 MeOH, 109-99-9 THP 

CON SUBSTAOBd) room temperature 

SUBSTAas(2) l.S hours, room temperature 

RCT a 851009-69-3 



STJU3B<1) 

ROT M 131-44-8 Bt3H. X S43-37-1 C1003Bu>i 

SOL 109-99-9 THP 

CON SUBSTAOB(l) 0 deg C 

SUBSTAaB(3) 1 hour, 0 deg C 

STAOBO) 

RCT V 334-S8-3 
SOL CO-39-7 Bt30 

CON SUBSTAOB<l) 1 minute, 0 deg C 
SUBSTA08{3} 30 Minutes, o deg C 

E{3} 45 minutes, room temperature 



PRO N S51009-70-6 
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|0/g61.7?4 



350 deg C 
230 deg C 



330 deg C 
•> 345 deg C 



^ o /th 



STBPS Ha2N, 




SUBSTAOBd) 5 minutei 
SUB5TAOB(2) 7 mlnutaa, 
6UBSTAOB(3) cooled 
SUBSTAaB(4) 0 deg C 
NTB extended heating at 3 SO degree celaiua would give 

decarboxylation of desired ester, reaction is done in tiM 
batches 

RCT H 791935-«a-S, L BC328Z-34-8 
ROT 0 534-17-8 Cb2C03 • 
PRO P 851009-68-3 
SOL 873-50-4 NMBP 
CON SUBSTAOBd) room temperature 
SIIB8TAaB(a) 5 hours, 73 deg C 

RCT P 851009-68-3 
ROT T 1310-73-2 NaOH 
PRO S 851009-69-3 

SOL 7733-18-S Mater, 67-5C-1 MaOH, 109*99-» THP 
CON SUBSTAOBd) room temperature 

8UBSTA0B(3) l.S hours, room traperature 

RCT S 851009-69-3 

STAQBd) 

ROT N 131-44-8 Bt3H, X S43-37-1 ClC03Bu-i 
SOL 109-99-9 THP 

B(l) 0 deg C 
B(2) 1 hour, 0 deg C 

STAOB { 3 } 

RCT V 334-88-3 
SOL 60-29-7 EtSO 

CON SUBSTAOBd ) 1 minute, 0 deg C 

SUBSTAGB(2) 30 minutes, 0 deg C 
SUBSTAOBd) 45 minutes, room temperature 

PRO N 8S1009-7C-6 



RCT A 357S-32-4 

STAOB d) 

ROT D 144-SS-B NaHCOa 
SOL 7732- IB- S Hater 
CON neutralized 

STAOB (3) 

RCT B 763-43-S 

ROT B 62-33-3 PhNH3 

SOL 67-56-1 MeOH 

CON SUBSTAOBd) 0 deg C, neutralized 
SUBSTA0B(3) heated 
SUBSTAOBd) 3 hours, «5 deg C 
SUBSTAOBd) 14 hours, room temperature 



PRO C 791S3S-61-5 
NTB exothermic reaction in s 
aniline in second stage 

RCT C 791835-61-5 
PRO H 79ia35-63-6 
SOL 101-84-8 PhOPh 



RXd4) OP 55 COMPOSED OP REACTION SBQUBNCB RX(3) . RX{4), RX(S) 
AND REACTION SBQUBNCB RX(3l , RX(4) , RX(8) 




tcond stege, incremental addition of 
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r 



START NEXT RBACTION SEQUENCB 

H H 

T 




m«3 



STA0E<2) 

ROT M 131-44-a Et3N 

CON SUBSTAOEd) 3 minutes, 0 deg C 

SUBSTAGK(2) 1 hour, 0 deg C 

SUBSTAOBO) 0 deg C •> room temperature 

SUBSTA0B(4} IB houra, room temperature 

PRO L a01382-34-8 



Robert Havlin 



RCT 
PRO 
SOL 
CON 



RCT 
ROT 
PRO 
SOL 
CON 



RCT 

ROT 
PRO 
SOL 
CON 



2S0 dsg C 
230 deg C 



> 330 deg C 

> 345 deg c 



C 79ie35-«l-5 
H 791B35-«3-C 
101- 84 -a PhOPh 
SUBSTAOE(l) 5 minute*, 
SUBSTAGB(2) 7 mlnuteB. 
SUBSTAOBO) cooled 
SUBSTAOB(4) 0 deg C 

extended hcMting at 350 degree eeleiue would give 
decarboxylation of deaired eater, reaction is done in tw 
batches 

H 791B3S-63-6, L 601283-34-8 
0 S34-17-8 Ca3C03 
P 8S1OO9-G0-3 
S73-50-4 NMBP 

SUBSTAOBd) room temperature 
!(3) 5 houra, 73 deg C 



P 851009-68-3 

T 1310-73-3 NaOH 

S 851.009-S9-.3 

7732-16-5 Water, 67-5C-1 MeOH, 109-99-9 THF 
SUBSTAOBd) rooa temperature 
substaobCS) l.S hours, room temperature 



RX(3S) OF 55 COMPOSED OP RBACTION SBQUBMCB RX(3). RX(4) , RX(5), RX(fi) 

AND REACTION SEQUBHCB RX(3) . RX(4), RX(S), RX(6} 
. . . J * X "■■■•> L. . . 
... C + L ♦ ' V -■■> W 



fr 



cr' 



• STRUCTURB OIAORAM TOO LAROB FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT ' 
RXO) RCT J 573934-77-7, K 9B-58-8 



CAT 1133-58-3 4-DMAP 

SOL 75-09-3 CH3C13 

CON room temperature -> 0 deg C 



10/561.754 
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Robert Havlin 



STEPS Ne2N, 




START NBXT RBACTION SEQUENCE 

H H 




RCT J 573934-77-7. K 9B>S8-8 

STAOBd) 

CAT 1133-58-3 4-I»IAP 

SOL 75-09-3 CH3C13 

CON room temperature -> 0 deg C 

STAGE (3) 

ROT M 131-44-8 Et3N 

CON SUBSTAOBd) 3 minutea, 0 deg C 
SUBSTAGB(3) 1 hour, 0 deg C 

8(3) O deg C -> room temperature 
8(4) 18 hours, room temperature 



PRO L 801283-34-8 

RCT C 7?ie35-61-5 
PRO H 791835-63-6 
SOL 101-84-8 PhOPh 

CON SUBSTAOBd) 5 minutes. 350 deg C -> 330 deg C 

SUBSTA08(3) 7 minutes. 330 deg C •> 34 S deg C 

SUBSTA0B(3) cooled 

SU8STAOG(4) 0 deg C 
NTS extended heating at 250 degree celaiua would give 

decarboxylation of desired ester, reaction is done in tw 

batches 

RCT H 791835-63-6. L 601::82-34-9 
ROT Q 534-17-8 Cs3C03 
PRO P 851009-C8-3 
SOL 873>50-4 NMBP 
CON SUBSTAOBd) room temperature 
si;B5TAaE(2) 5 hours, 73 deg C 

RCT P 851009-68-3 
ROT T 1310-73-3 HaOB 
PRO S B51009-C9-3 

SOL 7733-18-S Hater, 67-56-1 MeOH, 109-99-9 THF 
CON SUBSTAOBd) room temperature 

SUBSTA0B(2) l.S hours, room tsmperature 

RCT S 851009-69-3 



STAGE (1) 

ROT M 131-44-8 Bt3N, X 543-37-1 ClC038u-l 
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SOL 109-99-9 THP 
CON SUBSTAOB(l) 0 da9 C 

SUBSTAOB(2) 1 hour, 0 dag C 

STAGE (3) 

RCT V 334-SB-3 
SOL 60-39-7 BC30 

CON SUBSTAQBCl) 1 fflinuta, 0 deg C 

8UaSTAOB(3) }0 minute*. 0 dug C 
SVBSTAQBO) 4S ninucaa, roon tenparatura 

PRO W e51009-70-6 



Robert Havliii HVS61.7S4 



Robert Havltn 



STEPS fte2H. 




RX(3e) OP SB COMPOSED OP RX(3), RX(4), RX(S), RX(6), 
RX(36) C * L *^ V >»> Z 




RCT C 791S3S-61-5 
PRO H 79183S-62-fi 
SOL 101- S4- a PhOPh 

CON SUBSTAOEd) S ralnutes, 350 deg C -> 330 dag C 

5U8STAaB(3) 7 oinutaa, 330 deg C -> 34S deg C 

SUBSTAOBO) cooled 

SllBSTAaB{4) 0 dag C 
NTB extended beating at 350 degree celalHa would give 

decarboxylaticm of deairad eater, reaction la done in two 

batehaa 

RCT H 791835-63-6, L 803382-34-8 
ROT Q S34-17-e Ca3C03 
PRO P 8S1009-68-3 
SOL 873-50-4 NMBP 
COM SUBSTAOBd) room tenparatura 
SUB8TA0B(3) 5 houra, 73 dag C 



RCT P 8S1009-68-3 
ROT T 1310-73-3 NaOH 
PRO 8 851009-69-3 
SOL 7733-18-5 Hater, 67-5C-1 MaOH, 
CON SUBSTAOBd) room tenqperature 
SUBSTAOB(3) l.S houra, ro 



109-99-9 THP 



RCT 8 851009-69-3 
STAOBd] 

tan M 131-44-8 Bt3N, X 943-37-1 ClCOaBu*! 

SOL 109-99-9 THP 

CON SUBSTAOBd) 0 deg C 

SUBSTA0B(3) 1 hour, 0 deg C 

ST AOS (3) 

RCT V 334-88-3 
SOL 60-39-7 BtSO 

CON SUBSTAOBd) 1 mittute, 0 deg C 

SUB8TA0B(a) 30 mlnutea. 0 dag C 

B(3) 45 mlnutea, room temperature 



PRO H 851009-70-6 
RX(7) RCT N 851009>70-6 



l<Vff^l.7g4 
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STAOBd) 

ROT AA 1003S-10-6 HBr 
SOL 7733-18-5 Mater, 109-99-9 THP 
CON SUBSTAOBd) room temperature •> 0 deg C 
sx;bstaob(3) 0 deg C 
SUBSTA0B(3) 1 hour. 0 deg C 

STA0B(3) 

ROT D 144-55-8 HaHCOS 
.SOL 7733-18-5 Hater 

PRO Z 851009-71-7 



Robert Havlln 
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Robert Havlln 



NNe2 



V 



9XW) or 55 COMPOSBD OP RBACTION SBQUBNCB RX(3) , RX(4). RX(5) 

AMD RBACTION SBQUBMCB RXd), RXO), RX(4) . RX(S) 
...J * K L... 
...A ♦ 8 * L —> 8 



START NBXT REACTION SBQUBNCB 



STRUCTURB DIAORAH TOO LAROB POR DISPLAY - AVAILABLE VIA OPFLINB PRINT < 

iX(3) RCT J 573934*77-7, K 98-58-8 

STAOBd) 

CAT 1132-S8-3 4-DKAP 

SOL 75-09-3 CH3C13 

CON room temperature •> 0 dag C 

STAOBO) 

ROT M 131-44-8 Bt3N 
CON SUBSTAOBd) 3 minutaa, 0 deg C 
B(3) 1 hour. 0 deg C 
B(3) 0 deg C -> room temperature 
SUasTAa8(4) 18 houre, room temperature 

PRO L 801383-34-8 

RX(1) RCT A 3S75-33-4 

STAOBd) 

ROT D 144-55-0 NaHC03 
SOL 7733-18-5 Hater 
CON neutralized 



STA0B(3) 



1WS61.7S4 
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B 7e3-43~5 

B S3-S3-3 PhNH3 

67-5fi-l MeOH 

SUBSTAQEd) 0 deg C, neutralized 
SUBSTAOB(2) heated 

3 hour*. £5 deg C 
B(4) 14 hour*, roan tenperature 



Robert Haviln 



incremental addition of 



PRO C 79183S-61-5 

NTS exothennic reaction in lecond stage, 
aniline in second ataga 



RCT C 791935-61-5 
PRO H 79ia35-62-C 
SOL 101>84«S PhOPh 

CON 8UB5TAGB<1) S minutea. 2S0 deg C -> 330 deg C 

SUBSTAGg(2) 7 minutea. 330 deg C -> 345 deg C 

SUBSTAOBO) cooled 

SUBSTAOBU) 0 deg C 
NTB extended heating at 350 degree eelaiua would give 

decarboxylation of desired eeter, reaction ia done in two 

batchea 

RCT H 791S3S-e3-6, L 301303-34-8 
ROT Q 534- 17- B CB2C03 
PRO P aS1009-fia-3 
SOL 873-50-4 NMEP 
CON SUBSTAOBd) room tenperature 
SUB8TAOB(3) 5 houra. 73 deg C 

RCT P 851009-60-3 
HOT T 1310>73-3 NaOH 
mo 8 851005-69 3 

SOL 7732-18-S Wncer, G7-S6-1 MeOH, 109-99-9 TRP 
OON SUBSTAOBd) rooRi temperature 

6UB8TAOB(3) 1.5 hours, room temperature 



IM/447 



Robert Haviin 



START NBXT RBACTION SBQUSHCS 




•a HCl 



RX08) OP SS CONPOSSD OP RBACTION SBQUBNCB RX(3), RX(4), RX(5) , RX(6) 
AND RBACTION SBQUBNCB RX(1), RX<3), RX(4) , RX(5), RX(«) 

...J *■ K mmm> L... 

...A * a * L * V «-» 9 



H2C-'^ 



Rofrm Haviln 
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STBPS Ha2N, 




RCT H 791035-62-6. L 801383-34-8 

ROT Q 534-17-8 Ca2C03 

PRO P 851009-60-3 

SOL 873 -SO- 4 NMBP 

OON SUBSTAOBd) room temperature 
8UBSTA0S(3} S hours, 73 deg C 

RCT P 851009-68-3 

ROT T 1310-73-2 N«OH 

PRO 6 851009-69-3 

SOL 7733-18-5 Natar. 67-56-1 MeOH, 109-99>» TH7 

CON SUBSTAOBd) room tenperature 

SUB8TAOB(a) l.S houra, room temperature 

RCT S SS1009-69-3 



RCT J 572924-77-7, K 98-58-8 

STAGE (1) 

CAT 1133-58-3 4-DMAP 

SOL 75-09-3 CH3C13 

CON room temperature -> 0 deg C 

STAOBO) 

ROT M 121-44-8 Bt3N 
CON SUBSTAOB(l) 3 minutes, 0 dag C 
SUB8TA0B(3) 1 hour. 0 deg C 

8(3) 0 deg C •» room temperature 
B(4) 18 hours, room temperature 



PRO L S013aa-34-0 

RCT A 3S75-33-4 

STAOBd) 

ROT O 144-55-8 HaMCOS 
SOL 7732- 18>5 Water 
CON neutralized 

8TAOB(2} 

RCT B 7G2-42-5 

ROT B 62-53-3 PhNH2 

SOL 67-56-1 MeOH 

CON SUBSTAOBd ) 0 deg C, neutralized 
6USSTA0S(3) haatad 
SUBSTAQS(3) 3 hours. 65 deg C 
sUBSTAaK(4) 14 hours, room temperature 



STAOBd) 

ROT M 131-44-8 Bt3N, X S43-37-1 ClCOSBU-i 

SOL 109-99-9 TKP 

CON SUBSTAOBd) 0 deg C 

SUBSTA0B(3) 1 hour, 0 deg C 

STAOBO) 

RCT V 334-8a-3 

SOL 60-29-7 BtSO 

CON SUBSTAOBd) 1 minute, 0 dag C 

SUB5TAaE(2} 30 minutes, 0 deg C 
SUBSTAOBd) 4S minutes, room temperature 

PRO N 851009- ?0-6 



RX(39) or 55 
RX(39) A 



OPRXd), RZ(a), RX(4), RX(5), RX(6), RX(7) 
I, * V -»» Z 



H 



•3 HCl 



PRO C 79103S-61-S 
NTB exothermic reaction in se< 
aniline in second stage 

RCT C 791835'61«5 
PRO H 791835-63-6 
SOL 101 -84 -8 PhOPh 

CON SUBSTAOB(l) S minutes, 350 deg C -> 

SUBffTAOB(3) 7 minutes, 330 deg C 

SUBSTAOB(3) cooled 

SUBSTA0B(4) 0 deg C 
NTB extended heating at 350 degree celsiua would give 

decarboxylation of desired ester, reaction is done in two 



cond stage, incremental additiot of 



330 deg C 
345 deg C 



'WS61.754 
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cr 



RCT 
ROT 



SOL 
CON 



RCT 
ROT 
PRO 
SOL 
CON 



SUBSTA0B(2) 7 minut«s. 330 deg C -> SIS deg C 
SUBSTAOBO) cooled 
SUBSTAOg(4) 0 deg C 

extended heating at 3 SO degree celaiua would give 
decarboxylation of desired eater, reaction ia done in tw 
batchea 

H 791B35*6a-fi. L S(iVJ»2-^4-& 
Q 534 -17 -a CB2C03 
P 851009-68-3 
873-50-4 NMBP 

SUBSTAOEd) room tenparaCure 

SUBSTAOEO) 5 hours, 73 deg C 

P B51009-68-3 

T 1310-73-2 NaOH 

S 851009-69-3 

7733-18-5 Water, 67-5«-l MeOH, 109-99-9 TH? 
SUBSTAOS(l) room temperature 
8UBSTAOB(3) 1.5 hours, rooa temperature 



tnlMrt Havlln 



2^ «. 




RCT S 8SI009-69-3 
STAOSd) 

ROT M 131-44*8 BC3H, X 543-27-1 ClC03Bu-i 

SOL 109-99-9 THP 

CON SUBSTAOBd) 0 deg C 

SUBSTAOBCS) 1 hour, o deg C 

8TAOB(3) 

RCT V 334-88-3 

SOL 60-39-7 Et30 

CON SUBSTAOBd) 1 minute, 0 deg C 

SUBSTA0B(3) 30 ninutea, 0 deg C 
SUBSTAaB(3) 45 minutes, roora temperature 

PRO H 65100»-70-< 



RX(1) RCT A 3575-33-4 



STAOBd) 

ROT D 144-55-8 NaHC03 
SOL 7733-18-5 Hater 
CON neutralized 

8TAOB(3) 

RCT B 763-42-5 

ROT B 63-53-3 PhNHS 

SOL 67-56-1 MeOH 

CON SUBSTAOBd) 0 deg C, neutralized 
SUBSTAQB(2) heated 
SUasTAQE(3) 3 houra, 65 deg C 
SUBSTA0B(4} 14 hours, room temperature 



CT N 651009-70-6 

STAOSd) 

ROT AA 10035-10-6 HBr 
SOL 7733-18-5 Water, 109-99-9 THP 
CON SUBSTAOBd) rooa temperature -> 0 deg C 
SUBSTAa8(3) 0 deg C 
SUBSTA08(3) 1 hour, 0 deg C 



B(3] 



D 144-55- B HaH003 
7733-18-5 Hater 



PRO C 79183S-61-5 
NTB exothermic reaction in 
aniline in second stage 

RX(3) RCT C 791835-61-S 

PRO H 791835-63-6 
SOL 101-84-8 PhOPh 

B(l) S minuC4 



PRO Z 851009-71-7 



RX(43) OF 55 COMPOSED 07 RX(3) , 
RX(4a) C + L + V ♦ AB 



RX(4), RX(5), RX(6), RX(7). RX(e) 



•eoond stage, increMental addition of 



:as, 350 deg C -> 330 deg C 



188^<<7 




RX{3) RCT C 79103S-C1-5 

PRO K 791835-63-6 
SOL 101-84-6 PhOPh 

CON Si;BSTAaB<l) 5 minutes, 350 deg C •> 230 deg C 

SUBSTAOBO) 7 minutes, 330 deg C -> 345 deg C 

SUBSTAOBd) cooled 

SUBSTAaB(4) 0 deg C 
NTB extended heating at 350 degree eelaiua would give 

decarboxylation of desired ester, reaction is done in tw 

batches 



Robert Hflvtln 





RCT H 791835-63-6, L 801303-34-8 
ROT Q 534-17-8 CS2C03 
PRO P B51009-68-3 
SOL 872-50-4 NN5P 
CON SUBSTAOBd) room teiqierature 
SUBSTAaB(3) 5 hours. 73 deg C 

RCT P 8S1009-68-3 
ROT T 1310-73-3 NaOH 
PRO 8 851009-69-3 

SOL 7733-18-5 Water, 67-56-1 MeOM, 109-99-9 THP 
CON SUBSTAOBd) troom temperature 

8UB8TA0B(3) l.S houra, roan temperature 

RCT 8 a5100»-69-3 

STAOBd) 

ROT M 131-44-8 Bt3N, X 543-27-1 ClO03BU-i 

SOL 109-99-9 TH7 

CON SUBSTAOBd] 0 deg C 

5UBSTAaB(3) 1 hour, 0 deg C 

8rA0S(3) 

RCT V 334-88-3 

SOL 60-39-7 Et30 

CON SUBSTAOBd) 1 minute. 0 deg C 

SUBSTA08(3} 30 ninutes, 0 deg C 
SUBSTA0B(3) 45 minutes, rooa temperature 

PRO H 8S1009-70-C 

RCT H 851009-70-6 

STAOBd) 

ROT AA 10035-10-6 HBr 
SOL 7733-18-5 Water, 109-99-9 TRP 
CON SUBSTAOBd) room temperature -> 0 deg C 
SUBSTA0B{3) 0 deg C 

Bd) I hour, 0 deg C 



STA0B(3) 

ROT 0 144- 55 -8 NaHC03 
SOL 7733-18-5 Water 

PRO Z 851009-71-7 

RCT Z 851009-71-7, AB 573933-98-9 
PRO AC 8S1009-72-0 
SOL 67-63-0 MeBCHOH 
CON SUBSTAOBd) 5 minutes, 
SUBSTAGB(3) 1.5 hours 



■■3 



NTB overall yield over 4 scepa ia 53% 



tUC(44) OP S5 COHPOSSD OP RX(1}, RX(3). RX(4), RX(5), RXlS) , RX(7), RX{8) 
RX{44) h*U*L*V*AB ---> AC 



Robert Havlln 
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•3 HCl 




HCT A 357S-33-4 

STAGS (1) 

ROT D 144- 55 • 8 NeH003 
SOL 7733-16-S Hater 
CON neutralized 

5TAaB(3} 

RCT B ?63-43-a 

ROT B 63-53>3 PhNHS 

SOL 67-Sfi-l MeOH 

CON SUBSTAOB(l) 0 deg c. neutralited 
SUBSTAOBO) heated 
SUBSTAOSO) 3 houra. CS deg C 
SUBSTA0B(4) 14 hour*, toon tenperature 



C 7»ie3S*61-5 
exothemlo reaction in 
aniline in aecond atage 



aeeond atage, increnental addition of 



RCT C 791S35-61-5 
PRO H 79103$-«3-6 
SOL 101- 84- a PhOPh 

CON SUBSTAOB(l) S ninutea. 3S0 deg C -> 330 deg C 

SUBSTAOBtZ) 7 ninutea. 330 deg C -> 345 deg C 

SUBSTAaB(3) cooled 

8UBSTA0BM) 0 deg C 
NTS extended heating at 350 degree celeiua would give 

decarboxylation of deaired eater, reaction !• done in two 

batchea 

RCT H 79183S-63-«, L a0138:-34-a 
ROT 0 534-17-8 CaSCOS 
PRO P BS1009-6B-a 
SOL 873-S0-4 NMBP 
COM SUBSTAOB(l) room temperature 
8UBSTAOB(3) 5 houra, 73 deg C 

RCT P B51009-66-3 
ROT T 1310-73-3 NaOH 
PRO S 851009-69-3 

SOL 7732-18-5 Water, 67-56-1 NeOH, 109-99-9 THF 
CON SUBSTAOB(l) room temperature 

SUBSTAOBO) l.S hours, rocMi temperature 



meuSA BgfrtrtHflYlin 1W56LZ54 mim PrtwtHflYlIn 

RX(fi) RCT S 851009-C9-3 



STAaB<l) 

ROT M 131-44-0 St3H, X 543-37>l ClC03Bu-i 
SOL 109-99-9 THF 
CON 6UBSTA0B<1) 0 deg C 

SUBSTAOBO) 1 hour, 0 deg C 

STAaB(3) 

RCT V 334-80-3 
SOL fiO-39-7 Bt30 

CON eUBSTAOBd) 1 rainute. 0 deg C 

SUBSTAOBO) 30 minutea. 0 deg C 
SUBSTAOBO) 45 minute*, room temperature 

L 

PRO W B51009-70>C 
RX(7) RCT M 051009-70-6 

BTAOBd) START NEXT RBACTIOM SBQUBMC8 

ROT AA 10035-10-6 HBr 
SOL 7733-18-5 Mater, 109-99-9 THP 
CON SUBSTAOBO) room temperature -> 0 deg C 

fiUBSTAaB(3) O deg C 

SUBSTAOBO) 1 hour, 0 deg C 

STAOB(3) 

ROT D 144-55-0 NaHC03 
SOL 7733 -la- 5 Hater 

PRO Z 051009-71-7 

RX(8) RCT Z OS1009-71-7, AB 573933-98-9 

PRO AC e$1009<-73-B 
SOL S7-63-0 HeaCHOH 
CON SUBSTAOBO) S minutes, heated 

SUB8TA08(3) 1.5 hours 
NTB overall yield over 4 steps is 53% 

RX(45) OF 55 COMPOSBD OF RBACTION SBOUBHCB RXO). RX{4), RX{5} , RX{6). RX{7) 
AND RBACTION SBQUENCB RXO). RX(4), RX(S), RX(S), RX(7) 

... C > L 4- V — > Z 




STRUCnntB DIAQRAH TOO LXROB FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

tXO) RCT J 573924.77-7, K 98-SB-B 

STAQBd) 

CAT 1133-SB-3 4-OHAP 

601* 7S-09-3 CH3C13 

CON room temperature -> 0 deg C 

STAOBO) 

ROT M 131«44'S Et3N 

CON SUBSTAOBd) 3 minucea, 0 deg C 
SUBSTA0B(3) 1 hour. 0 dog C 
SUBSTAOBO) 0 deg C -> room teinperatura 
SUB9TA0B(4) IB houra, room tempereture 

PRO L Boia8a-34-a 

tXC3} RCT C791«3S-«-S 

PRO H 791S3$-fi3>6 
SOL 101-84-8 PhOPh 

CON SUBSTAOBd) S minutes. 350 deg C -> 330 deg C 

SUBSTA0B(2) 7 minute*. 330 d«g C -> 345 deg C 

SUBSTAOBO) cooled 

SUBSTA0B(4) 0 deg C 
NTB attended heating at 350 degree celaius wuld give 

decarboxylation of deeirad eater, reaction ie done in two 

batches 



RCT- H 79183S-63-6. L 801283-34-8 
ROT 0 534-n.8 CB3C03 
PRO P 8S1009-68-3 
SOL 873-50-4 NMBP 
COH SUBSTAOBd) room temperature 
SiraSTAOB(3) 5 hour*. 73 deg C 

RCT P 851009-88-3 
ROT T 1310-73-3 NaOH 
PRO S 8S1009-fi»-3 

SOL 773a->18*9 Watar, S'V-SC-l Me OH, 10»-»9>» 1 
CON 9UBSTAOB<l) roo« tenperatura 

B(3) 1.5 hours, rooM temperature 



RCT S 851009-C9-3 



(1) 



ROT M 131-44-8 8t3ll, X 94307-1 ClC03BU-i 

SOL 109-99-9 THF 

CON SUBSTAaSd) 0 deg C 

SUBSTAaB{3} 1 hour. 0 deg C 

STAOBd) 

RCT V 334-SS-3 
SOL SO-39-7 Et20 

CON SUBSTAOBd) 1 minute, 0 deg C 

SUBfiTAOBO) 30 minute*, 0 deg C 
SUBSTAOBO) 4S minutaa, room temperature 

'RO H 851009-70-6 



RCT H 851009-70-C 
STAOBd) 



ROT AA 10035-10-6 HBr 
SOL 7733-18-5 Hater. 109-99-9 THF 
CON SUBSTAOBd) room temperature -> 0 deg C 
'SUBSTAOE(2) 0 deg C 
SUBSTAOBd) 1 hour, 0 deg C 

8TAOB(3) 

ROT D 144-S5-B N*HC03 
SOL 7733-18-5 Hater 

PRO Z 851009-71-7 



RX{46) OF 5S COMPOSED OF REACTION SBQUBMCB RX{3). RXC4}. RXC5) , RX(6). RX{7). 
RX(8) 

AND RBACTION SEQUBNCB iUt(3} , RX(4) , RX(S). RX(6). RX(7). RX{8) 
. . . J * K ■■"> L. . . 
... C •» L + V ♦ AB •••> AC 



tX^V-^^H 



START NEXT RBACTION SBQVSNCB 



Robert Havlin 



1(V561.7S4 



Robert Havlin 




RX(3) RCT C 791435-61-5 

PRO H 791S35-fi2-6 
SOL 101-84-8 PhOPh 

(1) 5 minutaa. 350 deg C -> 330 dag C 
(3) 7 minutaa. 330 dag C •> 34S dag C 
SUBSTAOBd) cooled 
SUBSTAaB(4) 0 dag C 

extended heating at 350 degraa calaiua would giva 
decarboxylation of desired eater, reaction la dtmo in tw) 
batches 



Br 'H»^^»^^ 



109-99-9 THP 



RCT H 79183S-C3-6, L 601383-34-8 
ROT Q 534-17-8 Ca3C03 
PRO P 851009-88-3 
SOL 873-50-4 NMEP 
COM SUBSTAOBd) room tamparaturo 
Sl»STA0B(3) 5 hours, 73 dag C 

RCT P 851009-C8-3 
ROT T 1310-73-2 NaOH 
PRO S 851009-69-3 

SOL 7733-18-5 Nater. 67-56-1 MeOK. 
CON SUBSTAOBd) room temperature 

(3) l.S hours, room tamparatura 



RCT S 851009-69-3 
STAGE {1) 

ROT M 131-44-e Bt3N, X S43-37-1 ClCOaBu-1 
SOL 109-99-9 THF 

B(l) O deg C 
B(3) 1 hour. 0 deg C 



'AOS (2) 
RCT V 334-88-3 
SOL CO-39-7 Et20 

COH .SUBSTAOBd) 1 minute, 0 deg C 

1(3) 30 minutes, 0 dog C 
1(3} 45 minutas, room tamparatura 



PRO N 851009-70-6 



RCT W 851009-70-6 



STRUCTURE DIAORAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

tX(3) RCT J 573934-77-7, K 98-S8-B 

STAOBd) 

CAT 1133-58-3 4-DMAP 

SOL 75-09-3 CH3C13 

CON room temperature -> 0 dag C 

STAaB(a) 

ROT N 131-44-8 Bt3N 

COH SUBSTAOBd) 3 minutea, 0 dag C 
SUBSTAaB{3) 1 hour, 0 dag C 
SUBSTAOBd) o deg C -> room temperature 
SUBSTA0B(4} 18 hours, room tamparatura 

PRO L 801383-34-8 



STAOBd) 

ROT AA 1003S-10-6 HBr 

SOL 7732-1B-5 Mater. 109-99-9 THF 

CON SUBSTAQKd) room temperature -> 0 dag C 

SUBSTA0E(3) 0 deg C 

SUBSTAaB<3) 1 hour, 0 deg C 



Ed) 



ROT 
SOL 



D 144-55-8 NaH003 
7733-18-S Hater 



PRO Z 851009-71-7 

RCT Z 851009-71-7. AB 573933-98-9 

PRO AC 853.009-73-8 

SOL 67-63-0 MaaCHOH 

CON SUBSTAOB(l) 5 minutes, baatad 

SUBSTAaB(3) 1.5 hours 

NTB overall yield ovar 4 staps is S3% 



RX(47) or 5S COHPOSBO OP RBACTIOH SBQUBNCB RX(3), RX(4), RX(5), RX(6). RX(7) 

AHD RBKCTION SBQUBNCB RX(1}. lUt<3). ltX{4) , RX(S}. RX(C). ItX(7) 
...J * K ---> L... 
...A ■» B * L « V — > Z 



198/447 



Robtfrt Havlln 



START NEXT RBACTIOH SBQUBNCB 



•3 HCl 



* STRUCTUSB DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFrtlHB PRINT ' 

BX(3) RCT J 573924-77-7. K 98-58-8 

STAQBd) 

CAT 1132 -S0- 3 4-DMAP 

SOL 7S-09-3 CH3C13 

CON rocB temperature -> 0 deg C 

STA08(3) 

ROT M 121-44-a BC3N 

CON SUBSTAOBd) 3 minute*. 0 deg C 
SUBSTAOBtS) 1 hour. 0 deg C 
SUBSTAaB(3) 0 deg C -> room temperature 
SUBSTAOB<4) 10 houre. roon temperature 

PRO L B013S3-34-6 

RX(1) RCT A 3575-33-4 



ROT O 144- SS- 8 HaHC03 
SOL 7733-18-5 Water 
CON neutralized 

STAOBO) 

RCT B 763-43-S 

ROT B 63-S3>3 PliNH3 

SOL £7-56-1 MeOH 

CON SUBSTAOB(l) 0 deg C. neutralised 
SUBSTA0B(3) heated 
SUBSTAOBO) 3 houra, «5 deg C 

B(4) 14 houra, room temperature 



PRO C 791835-61-5 



10/S61.7S4 BfffrmHSYltq 10/S6I.7S4 100/447 Robert H.viln 

NTS exothermic reaction in aecond etage, incremental addition of AND REACTION SBQUBNCB RX(l} , RZ(3) , RZ{4) , RX(5), RX(6). RX(7), 

aniline in aeoond etage RX(8} 

...J ♦ K ---> L... 

RZ{a) RCT C 79183S-61-S ...A*B->L-»^V4^AB. »-> AC 

PRO H 791835-63-6 
SOL 101-84- 8 PhOPh 

CON SUBGTAOB(I) 5 minute* , 350 deg C -> 330 deg C 

SUBSTAaB(3) 7 ninucae, 330 deg C -> 345 deg c 
SUBSTAOBO) cooled 
Si;BSTAaB(4) 0 deg c 

extended heating at 350 degree celaiua would give 



[2C.^V 
0^ ^bhV 



decarboxylation of deaired eater, reaction ia done in tm ^ -^ssY^ 



RCT H 791835-63-6, L S013B3-34-8 
ROT 0 534 -17 -8 Ca3C03 

PRO P a51009>68-3 
SOL S73-S0-4 NMBP 

CON SUBSTAOBd) room temperature J 
SU6STAaB(3} 5 houra, 73 deg C 

RCT P 8S1009-68-3 
ROT T 1310-73-3 NaOH 
PRO S 851009-69-3 

SOL 7733-10-5 Hater. 67-56-1 MeOH, 109-99-9 THF 
CON SUBSTAOBd) room temperature 

SUBSTAOBO) 1.5 houre, room temperature H2C'^\ 

RCT S 851009-69-3 

aTAOBd) 

ROT M 131>44-8.Bt3ll, X 943>37>1 C1003Bu-i 
SOL 109-99-9 THF 
CON SUBSTAOBd) 0 deg C 

SUBSTAOBO) 1 hour, 0 deg C 

8TAOB(3) 

RCT V 334-88-3 
SOL 60<39-7 EtSO 

CON SUBSTAOBd) 1 minute. 0 deg C 

SUB5TAOB(3) 30 minutea, 0 deg C 

SUBSTAOBO) 45 minutea, room temperature 

PRO H 851009-70-6 

RCT W 851009-70-6 

STAOBd) ' ^-.-'^'^--.^^^ 

ROT AA 10035-10-6 HBr ""^^ " 

SOL 7733-18-5 Hater. 109-99-9 THF 
CON SUBSTAOBd) room temperature -> O deg C 
B(3) 0 deg C 
S(3) 1 hour. 0 deg C 

STAOB(3) 

ROT D 144-5S'B NaHC03 
SOL 7732-18-5 Hater 

PRO Z 051009-71-7 



START NBXT RBACTIOH SBQUBNCB 



fm*3 



V 



RX(4B) OP 55 OOMPOSBD OF REACTION SBQUBNCB RX(3) , RX(4). RX<S) . RX(6). RX(7) . 
RX(8) 



Robert Havlin 



SUBSTAaB(4) 14 hours, roon tmipantura 



Robtrt Havlin 



C 791835*61-5 
exothermic reaction in mmi 
aniline in aecond stage 



tcond ecage. increi 



intal addition of 



RCT C 791835-61-5 
PRO H 791835-63-6 
SOL 101-84-S PhOPh 

CON SUBSTAOS(l) S minute*, 3S0 deg C •» 230 deg C 
SUasTAOBCS) 7 minutes, 330 deg C -> 345 deg C 

SUBSTAaB(3) cooled 
5UBSTAOE(4) 0 deg C 
HTB extendnd heating At 3S0 degree celalua would give 

decarboxylation of desired eater, reaction is done in two 
botchea 



• STRUCTURB DIAORAM TOO lARQB FOR OXSPtAY - AVAXtABLB VIA OPPLIN8 PRINT • 

RXO) RCT J 573934-77-7, K 98-58-8 

STAQBd) 

CAT 1133-58-3 4-DMAP 

SOL 7S-09-3 CH3C13 

CON room temperature -> 0 deg C 

STAOB(3) 

ROT M 131-44-6 Bt3N 

COM SUBSTAOBd) 3 minutes, 0 deg C 
SUBSTAOBO) 1 hour. 0 deg C 
SUBSTAaB(3) 0 deg C •> room temperature 
SUB8TAOB(4) 18 hours, roon temperature 

PRO L 801383-34-8 

RXd) RCT A 3575-33-4 



ROT D 144-5S-S NaHC03 
SOL 7733- IB- S Mater 
CON neutralized 

STAQB(a) 

RCT B 763-43-5 

ROT 8 63-53-3 PhNHS 

SOL 67-56-1 MeOH 

CON SUBSTAOBd) 0 deg C, neutralised 
B|3) heated 

B(3) 2 hours, 65 dog C 



RCT H 791835-63-6. L B0138<-:~34- 8 
ROT Q 534- 17*8 Ca3C03 
PRO P 851009-68-3 
SOL 873-50-4 NMSP 
CON SUBSTAOB(I) room temperature 
SUBSTAOBO) S hours, 73 deg C 

RCT P 851009-68-3 
ROT T 1310-73-3 N«OH 
PRO S 8S1009-69-3 

SOL 7733-18-5 Water. €7-56-1 MeOH. 109-99-9 TH7 
CON SUBSTAOBd) room temperature ' 

SUBSTAaB(3) 1.5 hours. room temperature 

RCT S 851009-69-3 

STA08U) 

ROT M 131-44-8 Et3N. X 543-37-1 C1C03BU- i 

SOL 109-99-9 THF 

CON SUBSTAOBd) 0 deg C 

SUBSTAOBd) 1 hour. 0 deg C 

STASB(3) 

RCT V 334-88-3 

SOL 60-39-7 Et30 

CON SUBSTAOBd) 1 minute, 0 deg C 

6UBSTA0B(3) 30 ninutea. 0 deg C 
BUBSTAaB(3) 45 minutes, room temperature 

PRO If 851009-70-6 

RCT N 851009-70-6 

STAOBd) 

ROT AA 10035-10-6 HBr 

SOL 7733-18-5 Hater, 109-99-9 THP 

CON SUBSTAOBd) room temperature -> 0 deg C 

8UBSTA0B(3) 0 deg C 

SUBSTAOBd) 1 hour, 0 deg C 

STAOBd) 

ROT D 144-55-8 NaHCOS 
SOL 7733-18-5 Nater 

PRO Z 851009-71-7 



RX(a) RCT Z 851009-71-7. AB 573933-5B-9 

PRO AC 951O09-73-8 
SOL 67-63-0 Me3CH0H 
OON SUBSTAOBd) 5 minutes , heated 

SUBSTAOBd) l.S hours 
NTS overall yield over 4 steps is 53% 



RX(51} OP 55 COMPOSBD OP RXO). RX(4), RX(5). RX{«), RX(7), RX(8), RX(9) 
RX<S1) C ♦ L 4^ V « AB »» AB 



K H 




• STRUCTURE OIAORAM TOO LAROB POR DISPLAY - AVAILABLS VIA OFFLINE PRINT < 

RXd) RCT C 7S»163s'-61-5 

PRO H 791835-63-6 

SOL 101-84-8 PhOPh 

CON SUBSTAOBd) S minutes, 350 deg C -> 330 deg C 



SUBSTAOB(3) 7 minutes. 330 deg C •> 345 deg C 
SUBSTAOBd) cooled 
SUBSTAOB(4) 0 deg C 

extended heating at 3S0 degree eelsius «#ould give 
decarboxylation of desired aster, reaction is done in tm 



RCT 
ROT 
PRO 

SOL 
CON 



L MeOH, 109-99-9 THF 



H 7»ia3S-63-6, L 801383-34-8 
Q 534-17-8 Cs3C03 
P 8S1009-6B-3 
S73-S0-4 NMEP 

SUBSTAOBd) room temperature 
SUBSTAOB(3) 5 hours. 73 deg C 

P 051009-68-3 

T 1310-73-3 HaOH 
S 851009-69-3 
7733-18-S Water. 67-56-1 I 
SUBSTAOBd) room temperature 
6UB8TAaB(3) 1.5 hours, roon temperature 



RCT S 851009-69-3 
STAOBd) 

ROT M 131-44-8 Bt3N, X 543-37-1 ClC038u-i 

SOL 109-99-9 THP 

CON SUBSTAOBd) 0 deg C 

SUBSTAGB(3) 1 hour, O deg C 

STAGS (3) 

RCT V 334-B0-3 
SOL 60-39-7 Bt30 

CON SUBSTAOBd ) 1 minute, 0 deg C 
SUBSTA0B(3) 30 minutes, 0 deg C 

Bd) 45 minutee, room temperature 



PRO H 851009-70-6 

RCT W 851009-70-6 

STAOBd) 

ROT AA ia035-10-C HBr 
SOL 7733-18-5 Nater, 109-99-9 THF 
CON SUBSTAOBd) room temperature -> 
B{3) 0 deg C 
Ed) 1 hour, 0 deg C 



STAOBd) 

ROT D 144-55-8 NaHC03 
SOL 7733-ia-S Mater 

PRO Z 851009-71-7 

RCT Z 851009-71-7, AB 573933-98-9 

PRO AC 651009-73-8 

SOL 67-63-0 Me3CHOH 

OON SUBSTAOBd) S minutes, heated 

SUBSTAa8{3) 1.5 hours 
NTS overall yield over 4 ateps is 53% 



RCT AC 851009-73-8 
OTAOEd) 



ROT T 1310-79-3 HaOH 
SOI. 7733-18-5 Hater, 67-S6-1 H«OH. 109-99-9 THF 
CON SUBSTAOBd) room trniparatur* 

SUBSTAOEta) S hours. rcxM tenparature 

STA0S(3) 

ROT AF 7647-01-0 HCl 
SOL 7733-lS-S WMter 
CON roon Cemparature, pH 6 

STAOBO) 

ROT T 1310-73-3 NaOH 

SOL 7733-ia-5 Hater. 67-56-1 MeOH. 109-99-9 TH? 
CON IS minutes, room temperature 

PRO AB 8S10C3-74-0 



RX(S3) OP SS COMPOSED OF RXd), RX(3). RX(4), RX(S), 1UC«). RX(7), RX(a). RX(9) 
ia(53) A*B*h*V*tkB mmm> AE 



Robert Havlin 



1WS61.7S4 



206/447 



PgfrtrtHBylln 



• STRUCTURB OZAORAM TOO LARGE FOR DISPLAY • 

RXd) RCT A 3S75-33-4 

STAOB(l) 

ROT D 144- 55 -B NaHC03 
SOL 7733-18-5 Hater 
CON neutralised 

8TAOB(3) 



AVAILABLE VIA OFFLINE PRIVT 



KKe3 
•S HCl 



o o 



PRO 

SOL 
COM 



RCT a 762-43-5 

ROT B 63-S3-3 Phni3 

SOL C7-5C-1 Mefm 

CON SUBSTAasd) O deg C, neutralized 
SUBSTAGE ( 3 ) heat ed 
SUB5TAOB(3) 3 hours, 65 deg C 
SUBSTAGE (4) 14 hours, room temperature 

C 79183S-61-5 

exothermic reaction in second stage, incremental addition of 
aniline in second stage 

C 791835-Cl-S 
H 79183S-63-6 
101-84-8 PhOPh 

SUBSTAGE (1) 5 minutes, 3S0 deg C -> 330 deg C 
SUBSTAGB<3) 7 minutes, 330 deg C -> 34S deg C 
SiraSTAGB<3) cooled 
SUBSTAGE <4) 0 deg C 

extended heating at 350 degree Celsius would give 
decarboxylation of desired ester, reaction is done in tm 
batches 



RCT H 791835-63-6, L 601383-34-0 

ROT 0 534-17-8 Cs3C03 

PRO P 8^1009-68-3 

SOL 873-S0-4 NMEP 

CON SUBSTAOBd) room temperature 
SUBSTAaB(3) S hours, 73 deg C 

RCT P 651009-68-3 

ROT T 1310-73-3 NaOH 

PRO S B51009-69-3 

SOL 7733-18-5 Hater. 67-56-1 NeOH, 109-99-9 THF 

CON SUBSTAOBd) room temperature 

SUBSTAOB(a) 1.5 hours, room temperature 

RCT S 851009-69-3 



STAGE d) 

ROT M 131-44-8 Bt3H, X S43-37-1 ClCoaSu-i 
SOL 109-99-9 THF 



CON 8UBSTA0B 



Robert HsvUn 10/561.784 



m/447 



1 hour, 0 deg C 



E(3) 



RCT V 334-88-3 
SOL 60-39-7 Et30 

CON SUBSTAOBd) 1 minute, 0 deg C 

8UBSTAaB(3) 30 minutes, 0 deg C 
SUBSTAGE (3) 45 minutes, room temperature 

PRO M SS1009-70-6 

RCT N 8S10D9-70-6 

STAOBd) 

ROT AA 10035-10-6 HBr 

SOL 7733-16-S Nater, 109-99-9 THF 

B(l) room temperature -> 0 deg C 
E(3) 0 deg C 
SUBSTAOBd) 1 hour, 0 deg C 



STAGE <3) 



ROT D 144-55-8 NaHC03 
SOL 7733-18-5 Hater 

PRO Z 851009-71-7 

RCT Z 851009-71-7, AB 573933-98-9 

PRO AC 851009-73-0 

SOL 67-63-0 Me3CH0K 

CON SUBSTAGE (1) S minutes, heated 

SUBSTAGE (3) 1.5 hours 

NTE overall yield over 4 steps is 53% 

RCT AC 851009-73-8 

STAOBd) 

ROT T 1310-73-3 NaOH 

SOL 7733-18-5 Water. 67-56-1 HeOH. 109-99-9 THF 
CON SUBSTAOBd) room temperature 

SU8STAOS(3) 5 hours, room temperature 

STAOBd) 

ROT AF 7647-01-0 HCl 
SOL 7733-18-5 Mater 
CON room temperature, pH 6 

STAGE d) 

ROT T 1310-73-3 NaOH 

SOL 7733-18-5 Water, 67-56-1 MeOH, 109-99-9 THF 
COM 15 minutea, room temperature 

PRO AB 8S1009-74-0 



START HBXT REACTION SBQUBNCB 



RX(S4) 07 SS COHPOSEO O? RBACTXON SBQUBNCB RX(3}, RX(4). RX(S) , RX(C}. RX(7) . 
RX(8), RX(9) 

AND REACTION SEOUBNCB RX<3), RX(4). RX<5). RX(6), RX(7). RX(8). 

ia(9} 

. . . J • K ■■■> L. . . 

... C * L « V « AB — > AK 



Robert Havlln 



SOL S73-50-4 NMBP 
CON SUBSTAQB(l) rsoia t«nperatura 
SUB5TAaB(3) 5 hours, 73 d«9 C 

RCT P 851009-68-2 
ROT T 1310-73-3 NttOH 
PRO S 951009-69-3 

SOL 7733-18>5 Hater, 67-$6-l MeOH. 109-99-9 THP 
CON SUBSTAOSd) roott cemperature 

1(2) l.S hours, room teraperatur* 



RCT S 851009-69-3 
STAOBd) 

ROT M 121-44-8 Et3N, X 543-37-1 ClC02Bu-i 

SOL 109-99-9 THF 

COM SUBSTA0S{1) 0 dog C 

8UBSTA0B(3) 1 hour, 0 deg C 

STAOBfS) 

RCT V 334-68-3 

SOL fiO-39-7 Bt30 

CON SUBSTAOB(l) 1 minute, 0 deg C 

SUBSTAOBO) 30 minute*, 0 deg C 
SUBSTAOB(3) 45 Biinutea, room temperatur« 



Robert Havliii 



PRO H 851009-70-6 



STRUCTURB OIMRAN TOO LAROB FOR DISPLAY - AVAILABLB VIA OPFLINB PRINT < 

tX{3) RCT J 573934-77-7, K 98-58-8 

STAOBd) 

CAT 1122-58-3 4-OMAP 

SOL 75-09-3 CH3C13 

CON room tamporatura -> 0 dag C 

STAaB(3) 

ROT M iai-«4-0 Bt3M 

CON SUBSTAOBd) 3 minutes. 0 d«9 C 
SUBSTAaB(3) 1 hour, 0 deg C 
SUBSTAOBO) 0 dag C -> room Camparacura 
5UBSTAOB(4) 18 hour*, room Camparature 

PRO L 601363-34-8 

>Xt2i RCT C 791835-Sl-S 

PRO H T9ie35>C3-C 
60L 101-S4*a PhOPb 

OON SUBSTAOBd) 5 minutes, 350 deg C •> 330 deg C 

sUBSTAaB(3) 7 minutes, 330 deg C •> 345 deg C 

SUBSTAaB(3) cooled 

8UBSTAaB{4) 0 deg C 
NTB extended heating at 3S0 degree Celsius would give 

decarboxylation of desired ester, reaction is dona in two 

batches 

tX(4} RCT H 791635-C3*C, L 801383-34-8 

ROT Q 534-17-8 Cs3C03 
PRO P 851009-68-3 



RCT H 851009-70-6 

STAOBd) 

ROT AA 10035-10-6 HBr 

SOL 7733-18-5 Water, 109-99-9 TM7 

CON SUBSTAOBd) room temperature -> 0 deg C 

SUBSTAaB(3) 0 deg C 

SUBSTAOBO) 1 hour, 0 dag C 

STAOB(3) 

ROT D 144-55-8 N«HC03 
SOL 7733-18-5 Hater 

PRO Z 8S1009-71-7 

RCT Z 851009-71-7, AB 573933-98-9 

PRO AC 851009-72-8 

SOL 67-63-0 Me2CH0H 

CON SUBSTA0B<1) 5 minutes, heated 

SUBSTA0B(3) 1.5 hours 

NTK overall yield over 4 steps is 53% 

RCT AC BS1009-73-8 

STAGE (1) 

ROT T 1310-73-3 NaOH 

SOL 7733-18-5 Nater, 67-S6-1 MeOH, 109-99-9 THP 
CON SUBSTAOBd) room temperature 

B(3) 5 hours, room temperature 



STAOB(a) 

ROT AF 7647-01-0 HCl 
SOL 7733-18-5 Water 
CON room temperature, pH C 



JOUML. 



ROT T 1310-73-3 NMH 

SOL 7733-18-5 Water, 67-56-1 MeOK, 109-99-9 I 

CON 15 minutes, room temperature 

PRO AB 851009-74- 0 



RX(55) OP 55 COMPOSBD OP RBACTION SEQUKNCB RXO) , RX(4). RX(5), RX(6), RX(7>. 
RX(8), RX(9) 

AND REACTION SBQUBNCB RX(1) , RX(3), RXC4) . RX(S}, RX<6) . RX(7), 
RX(«}, RXO) 



NHea 



•3 HCl 



. . .A 



AB 



— > AB 




• STRUCTURE DIAGRAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OFPLINB PRINT * 
RXO) RCT J 573934-77-7. K 98-S8-B 

START NEXT RBACTION SBQUBNCB STAOBd) 

CAT 1133-58-3 4-DHAP 

SOL 75-09-2 CH2C12 

CON room temperature -> 0 deg C 

STAQ8{3) 

ROT M 131-44-8 Bt3N 
, CON SUBSTAOBd) 3 minutes, 0 deg C 
SUBSTAaB(3) 1 hour, 0 deg C 
SU88TAaB(3) 0 deg C -> room temperature 
SU8STAaB(4) 18 hours, room temperature 



WS61.7S4 



"3/447 



Robert HavHn 
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PRO L 8013Ba-34-a 

RCT A 3575-32-4 

STAOBd) 

ROT D 144- 55 -8 ll*H003 
SOL 7733- 18- S tf«t«r 
CON neutralized 



STAGS (2) 
RCT 
ROT 
SOL 
CON 



B 763-42-5 
B 63-530 PhNH3 
67-5«-l MeOH 

SUBSTAGB(l) 0 dog c. neutralized 
EUBSTAas<3) heated 
6UBSTAaB(3) 3 hour*, £5 deg C 
SUBSTA0B(4) 14 hours, room temperature 



PRO C 791835-S1-5 

HTB exochemlc reaction in eeeond atage, increnental addition of 
aniline in aecond atage 

RCT C 791835-61-S 
PRO H 791835-63-6 
SOL 101-04- B PhOPh 

CON SUBSTAOEd) 5 minutes, 3S0 deg C -> 

SUBSTAOSO) 7 ninutea, 330 deg C •> 

SUBSTAOB(3) OOOled 

8UB8TA0B(4) 0 deg C 
NTS extended heating at 250 degree calaiua tnuld give 

decarboxylation of desired ester, reaction is done in two 

batches 



330 deg C 
34S deg C 



RCT H 791835-63-6, L 1301382-34-0 
ROT 0 S34-17-0 Ca3C03 
PRO P S51009-68-3 
SOL 873-50-4 MMBP 
COM SUaSTAOBd) room tesiperature 
SUBSTAGBO) 5 houra, 73 dag C 

RCT P 851009-68-3 
ROT T 1310-73-3 NaOH 
PRO S 851009-69-3 

SOL 7732-18-S Hater, 67-56-1 MeOH, 109-99-9 TH? 
COM SUBSTAOBd) room temperature 

SUBSTAOBO) l.S houre, room temperature 

RCT 8 SSIOOS-CS'S 

STAOEd) 

ROT M 131-44-0 Bt3N, X 543-37-1 ClC02BU-i 

SOL 109-99-9 THF 

CON SUBSTAOEd) 0 deg C 

suBSTAaB(3) 1 hour, o deg c 



(3) 

RCT V 334-88-3 
SOL 60'>39-7 Bt30 

CON SUBSTAOBd) 1 minute, O deg C 
SUBSTA0B(3) 30 minutea. 0 deg C 
SUBSTAOBO) 4S minutea, room temperature 



PRO H 851009-70-C 

RCT H 851009-70-6 

STAOB(l) 

ROT AA 10035-10-C HBr 
SOL 7733*18-5 ttater. 109-99-9 THP 
CON SUBSTAOBd) room temperature •> 0 deg C 
E(3I 0 deg C 
B(3) 1 hour, 0 deg C 



STAaB(3) 

ROT D 144- 55 -a NaHCOS 
SOL 7733-18-5 Mater 

PRO 2 851009-71-7 

RCT Z 8S1009-71-7, AB 573933-98-9 

PRO AC 851009-73-8 

SOL 67-63-0 KeaCHOH 

CON SUBSTAOBd) 5 minutea, heated 

8UBSTA0B{3) l.S hour* 

NTB overall yield over 4 ateps is 53% 

RCT AC 851009-73-8 

STAOBd) 

ROT T 1310-73-2 NaOH 

SOL 7733-18-$ Mater. 67-5C-1 MeOH. 109-99-9 THP 
CON SUBSTAOBd) room temperature 

6tra8TA0B(3) 5 hours, room temperature 

STA0E(3) 

ROT AF 7647-01-0 HCl 
SOL 7733-18-5 Water 
CON room temperature, pH C 

STAOBd) 

ROT T 1310-73-2 NaOH 

SOL 7733-18-5 Mater, 67-56-1 MeOH, 109-99-9 THP 
CON IS minutea, room temperature 

PRO AB 8S1009-74-0 



Robtrt Havlln 
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PUBLISMBRi 
OOCUKBMT TYPB: 
LAMOUAOBi 



CASRBACT COPYRIOHT 3007 ACS on STN 
143:94101 CASRBACT Pull -text 

Design and synthesis of dipeptide-type HIV-l protease 
inhibitora with high antiviral activity 
Kimura, Toorui Hidalta, Koushii Abdel-Rahman, Hamdy M.; 
Hatsumoto, Hilcani: Tanalia. Yoahlaki; Hataui, Yaaulco; 
Hayashi, Yoshio; Kiso, YoshiaJti 

Department of Medicinal Chemiatry, Center for Frontier 
Research in Medicinal Science, Kyoto Pharmaceutical 
Univeraity, Kyoto, 607-8412, Japan 
Peptide Science (3003), Volume Date 3004, 40th, 
■ 341-344 
COOBN: PSCJPQ; ISSN: 1344-7661 
Japanese Peptide Society 
lal 



Bngliah 



10/561.754 



Ma O CHaPhO O 



AB A symposium report. A aerias of paptidomimatic HIV protease inhibitors, e.g. I, 

containing allophenylnorstatine (Apns, (3S, 3S) -3-amino-3-hydroxy-4- phenylbutyric acid] 
with a hydroxymethylcarbonyl (HMC) Isostere as a transition- state mimetic was designed and 
aynthaaised. Prom the atnieture-aetivity relationablp studies, potent dipaptide-type 
Inhibitors having high antiviral activity either in the absence or in the preaenca of 50% 
human aarum ware diaeovered. 

RBFBRBNC8 COUNT: 3 THBRS ARB 3 CITBO RBPBRBMCBS AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLB IN TH8 RE FORMAT 

RX(9) OP 108 ...X «^ R — > Y 



10/561.754 



RffbtrtHnYllii 



RX(9} RCT X 470697-23-3. R 467446-90-8 

STAOBd) 

ROT O 33953-53-8 BOAP, B 3593-95-3 1-Bensotriazolol 
SOL C8-13-3 OMP 

8TA0B(2) 

HOT O 7647-01-0 HCl 

SOL 123>91-1 Oioxane, 7733-lB-S Mater 
PRO y 619083-80-3 



RXdO) 07 108 * K — > 



co:: 



OH "°-S,-^ 





oca 





RXdO) RCT Z 819083-90-4. R 467446-90-8 
STAQBCl) 

ROT D 35953-53-8 BDAP, B 3592-9S-2 1-Benzotriazolol 
SOL 68-13-3 OMF 



8TAOB(3) 

ROT O 7C47-01-0 HCl 

SOL 133-91-1 Oioxane, 7733-18-5 Hater 
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SXCSS) RCT AO «190ft3-B6-8, AZ Ll«fi«a-aft-0 

STAaSCl} 

ROT D 359S3-53-8 BDAP 

STAQB(2) 

ROT. O 7fi47-01-0 HCl 




STA08(1) AO XZ 

ROT D 25»Sa-53-S BDAP 



STAOBO) 

ROT O 7S47-01.0 HCl 

SOL 133-91-1 Dioxane, 773a-lB-5 Hat«r 



PRO X 4V06»?-2a-3 




Robert Havlln 
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Robert Havlin 




RX(34) RCT AO ai90a3-8S-7. AZ ll«661<86-0 



STAOB(l) 

ROT 0 359S3>S3-0 BDAP 



(2) 

ROT O 7C47>01-0 HCl 

SOL ia3->l>l-Dlo]UUi«, 7732-18-5 H«t«r 
PRO X 478697-32-3 
RCT X 478«»7-3a-3. R 4fi744G-90-8 
STAOB(l) 

ROT D 25992-53-8 BDAP, B 3S93-9S-3 l-8anBOtrl«SOlol 
SOL SB-13-2 DHF 



ROT O 7C47-01-0 HCl 

SOL 123-91-1 DlOMn*. 7732-18-5 Hutar 



PRO y 81»0a3-8O-3 



RX(47) OF 108 COMPOSED OF RX(35) , RX{10) 
RX(47) AO ♦ AZ R »» AA 



Me ^^-v^ -,MH2 



CO" 




RX(35) RCT AO ai90ej-tt6'8, AZ ll«frfrl-i>6-0 

STAOBd) 

ROT D 2S9Sa-S3-8 BDAP 

STAGS (3) 

ROT O 7S47-01-0 HCl 

SOL 133-91-1 Dloxano, 7733-18-5 Mater 
PRO Z 819083-90-4 
RX(IO) RCT Z 819083-90-4, R 46744S-90-8 



ROT O 3S9S2-53-8 BDAP, B 2592*95-2 l-Banxotriazolol 

SOL fia-13-3 DMP 

STAGS {3} 

ROT O 7647-01-0 RCl 

SOL 123-91-1 Dloxana, 7732-18-5 Matar 



PRO AA 819902-61-3 



RX(6S) OF 108 COMPOSED OF RX(35), RX(9) 
RX(65) Bl * BB * X ---> Y 



10/561.754 



JL Mm 




Robert Havltn 
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ROT O 7647-01-0 HCl 
SOL 133-91-1 Dioxan*. 7733-18-5 Hatsr 



y 819003-60-2 



RX(«<} OP lOS OOMPOSBO OF RXOS), RX(10} 
IU(««} Bl * * Z >•>> AA 



Robert Havlln 



OH 



cxx, 



-bp. 




RXOS) RCT at is980-aa-o, bb los-ss-s 

CTAOBll) 

ROT BC S84-08-7 KaG03 

8TA08(3) 

ROT BD iaiO-73-3 NaOH 
SOL 7733-18-5 Mater 

PRO R 467446-90-8 

RX(9) RCT X 478697-33-3, R 467446-90-8 

STAOB(l) 

ROT O aS953-S3-8 SOAP, ■ 2593-95-3 l-B*nsotrl«SOlol 
SOL 68-13-3 OMP 



•^o 



RX(35) RCT ex 15980-32-0, BB 105-36-3 



ROT BC 584-08-7 K2C03 

STAOB(3) 

ROT BD 1310-73-3 N«OH 
SOL 7733-18-5 Hater 



Rg|?tiltfav|ln 



PRO R 467446-90-e 
RX(IO) RCT Z 619083-30-4, R 467446-90-8 
6TA0B<1) 

ROT D 35953- 53 -8 8DXP, B 3593-95-2 1-Benzotriesolol 

SOL 68-13-3 OMP 

STAOB(a) 

ROT O 7S47-01-0 Hd 

SOL 133-91-1 Dloxane, 7733-18-S Meter 



10/?61.7M 




RgfrfftHaylln 



PRO AA 8X9001-81-3 



RX<87) OP 108 



.BZ ♦ BB • 



OF RBACTION SBQUBNCB RZ(3S) , RX(9} 
UID RBMrriON SBQUBNCB RX(34). RX(9} 
R... 

« s ..» y 



-TV." 





START NEXT RBACTION SEQUENCE 



RX(35) RCT BZ 1S9B0-33-0. BB 105-36-2 

STAOBd) 

ROT BC 584-08-7 K3C03 

STAOBO) 

ROT BO 1310-73-2 NaOH 
SOL 7733-18-S Mater 

PRO R 467446-90-8 

RX(34) RCT AO 8190B3-BS-7. AZ 116661-66-0 

STAOB(l) 

ROT D 25953-53-8 BDAP 

STAOB(3) 

ROT O 7647-01-0 HCl 

SOL 133-91-1 Dloxane, 7733-18-5 Mater 
PRO X 478697-33-2 
RX{9) RCT X 478697-33-3, R 467446-90-8 

STAOBd) 

ROT D 259S3-53-B BDAP, B 3593-95-3 l-BenzotrlB» 
SOL 68-13-3 OMP 



STA0B(2) 

ROT O 7647-01-0 HCl 



1W561.754 



RX(89) OF 108 



SOL 133-91-1 DioxAM, 7733-18-S H«t«r 



OP RSACTION SBQUEHCB RX(35), lUC(lO) 
REACTION SBQUBNCB RXOS), Kt{10) 
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Robert Havlln 



... AO * AZ 







START NBXT RBACTZON SBQUBNCB 



RCT Bl 1S980-23-0. BB 105-3C<3 

STAOB(l) 

ROT BC 5S4-08-7 K3C03 

STA0B(3) 

ROT BO 1310-73-3 NaOH 
SOL 7733-18-S Natar 

PRO R 4C744C-90-8 

RCT AO 81»0a3-a«>a, AZ llS661-a6'0 

STAOBd) 

ROT O 3S953-53-a 8DAP 

STAaB{3) 

ROT O 7647-01-0 HCl 

SOL 133-91-1 Dloxane, 7733-18-5 Natar 

PRO Z 619083-90-4 

RCr Z 819083-90-4, R 467446-90-8 

ffTAOB(l) 

ROT O 3S9S3-53-8 BOAP. B 3593-95-3 1-Benzotriazolol 
SOL 68-13-3 DMP 

STAaB(3) 

ROT O 7C47-01-0 KCl 

SOL 133-91-1 DloXAne. 7733-18-5 WaCer 



'0/S61.7S4 
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Robert Havlln 



PRO AA 819093-01-3 



228/447 



Robert Havliii 



CORPORATB SOURCB: 



L13 AHSWBR 3 OP 18 CASRBACT COPYRIOHT 3007 ACS on STN 
140:363738 CASRBACT F\ill-tgxt 

Synthaala and opioid activity of H.N-dimathyl-Ont-Tle- 
MH-CH{R)-R' analogueai acquisition of potent S 
antagonian 

Balboni, Oianfranco; Salvadorl. Sevaro; Ouerrini. 
Remo; Negri, Lucia; Glannini, Eliaa; Bryant, Sharon 
D.; Jinamaa, Yunden; Lazarus, Lawrence M. 
Departnent of Toxicology, University of Cagliary. 
Cagliary. 1-0913C. Italy 

Bioorganic 6 Hedicinal cheniatry (3003), 11(34} , . 

5435-5441 

COOEN: BMBCBP; ISSN: 0968-0896 
Blsevier Ltd. 

English 

N,M-Difflethylatlon of the H-Drnt-Tic-HH-CH (R) -R' series of compds . produced no algnlflccuit 
effect on the high fi-opioid receptor affinity (Kl-0. 035-0. 454 nM) , but dramatically 
decreased that for the ^-opioid receptor. The effect of H-nethylatlon was independent of 
the length of the linker (R) ,- however, the bloactivltles were affected by the chetnlcal 
compoaitlon of the third aromatic group (R*): Ph (Ph) {5' -8') elicited a greater reduction 
in M-affinlty (40-70- fold) compared to analogs containing lH-benzlnldazole-3 -yl (Bid) (9- 
fold) . The major consequences of N.N-dimethylatlon on in vitro bioactlvity were: (i) a 
loss of S-agonlan coupled with the appearance of potent S antagoniam; and (11) a 
conalstent loss of M-affinity reaulted in enhanced 6-opiold raceptor selectivity. With 
the exception of one compound, the change in the hydrophobic eavironiaent at the N-taminus 
and formation of a tertiary amine by H, H-dinwthylation In analogs of the Out-Tic 
pharmacophore produced potent 0-a«leetive antagoniats. 

36 THBRB ARB 36 CITSD RBPBRSNCBS AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RB PORMAT 




PUBLISHER: 
DOCUME»rr TYPE! 
LANGUAGE : 



RCT Z 673461-36-4, X 50-00-0 
STAOBd) 

ROT O 64-19-7 AcOH, M 3S89S-60-7 NaBH3CN, N 109-03-4 

N-Methylroorpholine 
SOL 7733-18-S Mater, 75-05-8 MaCN 
CON SUBSTAOBd) 10 minutes, rooa temperature 

SUBSTAaB(3) IS minutea, room temperature 

STAGE (3) 

ROT B 76-OS-l F3CC03H 

CON room temperature, acidify 

PRO AA 859231-90>< 



RXd9) OF 63 



..-> AN... 



RX(9) OF 63 



3 K "-> AA 



F—t—COaH 
Si CM 1 





-i:-coaH 



0 



229/447 



Robert Havlln 



MHPh O 




1W561.7S4 



PRO Z C73«fit-3S-4 
COW room temperature 



RX(34} OF 63 COMPOSED OP RX(ia), RX(19) 
RX04) AX, * E * D ---> AN 
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Robert Havlln 



F_C_C03M Hi 



M* O 



IUt(19) RCr D 99953<0C-1, AM G734Sl-a»-5 

RST H aS92-95-a l-8«nzotrlaxolol, .1 359Sa-53-8 1 

PRO AN €734«1.31-9 

OON room temperatur* 



ftx{a3) OP «a 



AH: CM 1 




IM^'-'^OBu-t 




p,>.i:-co3B 




lUt(ia) RCT AL 673461-38-4, B 76'OS-l 

PRO AM C734S1-39-5 

CON room tamparatur* 

RX{19) RCT D 99993-00-1. AM C734«l>a9>5 

ROT K 359a-»5-3 1-BenzotrUzolol, Z aS9Sa-53-B BDAP 

PRO AN C734«l-31-9 

CON room temperature 



RX<a3) RCT AN 67346L-31-9 

ROT B 7C*05>1 P3C00aH 



RX{35) OF «a COMPOSED OP RX(19) . RX(a3) 
RX(3S) D ■» AN -*•> Z 



He O 

HO-X^OC^°' 



CCC" 



BW447 



Robert Havlln 



F.I:.coaB 



F- t-COjH 



P_k_C02H 



Robert Havlln 



O^ ^MHPh O 



[M''*'^^OBU-t 




H2C=0 3 
STBPI 

3 K 3 




F— t-C 



ooi 




RX(19) RCT D 99953-00-1, AM 6734«l-a!l-5 

ROT H 2593-95-3 l-BensoCrl«ZOlol, I 359S3-S3-0 I 

PRO AN fi73461-31-9 

OON room temperature 

RX{33) RCT AN 673461-31-9 

ROT B 76-as-l P3CCOaH 

PRO Z 673461-36-4 

CON room teBq>eratura 



RX09) OF C3 COMPOSED OP RXOSI. RX(9) 
RX(39> AN « a X »» AA 



RCT AN 673461-11-9 

ROT B 7C-0S-1 P3CCD3H 

PRO 2 «7a461-3f-4 

CON room teaparatura 

RCT Z 673461>36>4. K 50-00-0 

STAOBd) 

ROT O 64-19-7 AcCH, M 25695-60-7 NaBHSCN, N 109-03-4 

N- Methylmorphol ine 
SOL 7733-16-5 Mater, 7S-0S-8 NsCN 
CON SVBSTAOBCl} 10 nlnutaa, room tamparatura 

SUBSTAOB(a} IS ninutea, roan tenparatura 

STAOBta) 

ROT B 7S-0S-1 F3CC03H 

CON room temperature, acidify 

PRO AA a59i3L-90-$ 



RX(47) OF 63 COMPOSED OP RX(18) , RX(19), RX{33) 
RX(47) AX, 4> e • D mmm> Z 



1W56I.7S4 
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Robert Havlln 




F.C-CO3H HI 



T 



Y 



I" 



82C— O 3 




RCT AL 6734«l-3B-4, B 76-05-3 

PRO AM 673461-39-5 

CON room temperatura 

RCT 0 99953-00-1, AM •734Cl-a9-S 

ROT H 3S9a-9S-a l>BanxotriasoIol, 2 35953-53-8 1 

PRO AH £73461-31-9 

CON room temparatura 

RCT AK 673461-31-9 

ROT g 76-OS-l P3CC03H 

PRO Z 673461-36-4 

OON room tenparatura 



STRUCnmB D2AORAH TOO LAROB FOR DISPLAY - AVAILABUt VIA OFPLINB PRINT < 

1X(19) RCT O 99953-00-1, AH 673461-39-S 

ROT H 3S93-9S-3 1-Bansotriasolol, I 359S3-S3-B BDAP 

PRO AN 6734C1-31-9 

CON room teaperature 

Jt(33) RCT AN 673461-31-9 

ROT B 76-05-1 F3CC03H 

PRO Z 673461-36-4 

CON room temperatura 

JC(9) RCT Z «734<l-3«-4. K 50-00-0 

STAGS (1) 

ROT O 64-19-7 AcOH, M 35895-60-7 N«BH3CN, N 109-03-4 

N-Methylmorphol ino 
soil 7733-18-S Mater, 75-05-8 MaCN 
CON SVBSTAOBd) 10 minutea, room temperature 

6UB8TA08(a) 15 minutea, room temperature 



B(3) 



ROT 
CON 



B 76-05-1 P3CC03H 

room temperature, acidify 



PRO AA 859331-90-6 



RX(4»} OF 63 
RX(49) D 



OF RX(19) , 
3 K —> 



RX(33). RX(9) 



RX(50) OF 63 COMPOSED OF RX(16), RX(19) , RX(a3), RX(9} 
RX(50) KL*B*D*2K — > AA 



10/561.754 



RfffrfilHflvlln 





CORPORATE SOURCE: 



PUBLISHER: 



DOCUMENT TYPE: 
LANGUAOB : 



B2Cb 
2 R 



AVAILABLE VIA OPPLINS PRINT • 



• STRUCTURB DIAGRAM TOO LAROB FOR DISPLAY - 

RX(ie) RCT AL 673461-28-4, B 76-OS-l 
PRO AM 673461-39-S 
CON room temperature 

RXC19) RCT D 99953-00-1, AM 673461-39-S 

ROT H 3593-95-3 1 -Benxotriazolol , Z 35953-53-8 BDAP 

PRO AN 673461-31-9 

CON room temperature 

RX(33) RCT AN 673461-31-9 

ROT B 76-OS-l F3CC0aH 

PRO Z 673461-36-4 

CON room temperature 

RX(9) RCT Z 673461-36-4, R SO-00-0 

STAGE (1) 

ROT O 64-19-7 AcOH, M 35B9S-60-7 NaBH3CN, N 109-03-4 

N-Methylmorpholine 
SOL 7733-10-5 Mater. 75-05-8 HeCH 
CON SUBSTAOBd) 10 minutea, room temperatura 

SUB9TA0B(3) IS minutea. room temperature 

STAGE (3) 

ROT B 7C-05-1 F3CG03H 

CON room temperature, acidify 

PRO AA 859331-90-6 



Kaehne, Thilo; Anaorge, Siegfried; Neubert, Klaua; 
Buehling, Frank 

Inatltute of Biocheniatry, Department of Biochemiatry 
and Biotechnology, Martln-Luther-tftilveraity 
Halle-Wittenberg, Halle (Saale) . D-06130, Germany 
Journal of Biological Cbemiatry (3003), 377(36), 
33170-33177 

CODSN! JBCHA3J ISSN: 0031-9350 

American Society for Biochemiatry and Molecular 

Biology 
Journal 
Engl 1 ah 

AB Proteolytic ensymea contribute to the regulation of cellular funetlona auch aa cell 

proliferation and death, cytokine production, and matrix remodeling. Oipeptidyl peptidaae 
IV (DP IV) catalyzea the cleavage of aeveral eytokinea and thereby eontributea to the 
regulation of cytokine production and the proliferation of immune cell*. Here «e ahow for 
the firat time that cell aurfece-beund OP IV eatalysea the cleavage of apeelfie aubatrAtee 
that are aaaoelated with the cellular aurface of neighboring cella. Rhodamina 110 (RllO) , 
a highly fluoreaeent xanthene dye. waa uaed to ayntheaise dipeptidyl peptidaae IV (DP 
IV/CD36) aubatratea Oly (Ala) -Pro-RllO-R, thua facilitating a atable binding of the 
fluorescent moiety on the call surface. The fixation resulted from the interaction with 
the reactive anchor rhodamine and allowed the quantification of cellular OP IV activity on 
aingle cella. The reactivity, length, and hydrophoblcity of rhodanina waa characterized 
aa the deeiaive factor that facilitated the determination of cellular DP IV activity. 
Uaing fluoreacence microacopy. it waa poaaibla to differentiate between different OP XV 
activitiea. The hydrolyaia of cell -bound aubatratea Xaa-Pro-RllO-R by DP IV of 
neighboring cella and by soluble DP IV was ahohm uaing flow cytometry. Theae data 
demonstrate that ectopeptldases such aa OP IV may be involved in communication between 
blood cells via proteolyaia of cell-aaaociated aubatratea. 

RBFERBNCB COUNT: 44 THERE ARB 44 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILA8LB IN THB RB FORMAT 
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LI 3 ANStfBR 4 OF 18 CASRBACT COPYRIGHT 3007 ACS on 8TN 
ACCBSSION NUMBER: 138)183396 CASRBACT Full -text 

TITLBt Tranacallular Proteolyaia Demonatratad by Novel Cell 

Surface -aaaoeiated Subatratea of Dipeptidyl Peptidase 
2V {C036) 

AUTHOR (S ) t Lorey, Suaan; Faust, Juergen; Mreatani- Klaua, Camen; 
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RXO) RCT C 4»8539'fi4-3, I lOO-a'l-7 

PRO J £65962-97-2 

SOL 110 -as- 1 Pyridine 

CON 34 hour*, reon tsnparatur* 



,H 4. tt — » Y. .. 



RX(IO) RCT N 101310-S4.3, H 49aS3!».£S-4 
ROT B 2S953-53-e BDAP 

PRO Y S869t:i-9a-4 
SOL 68-13-3 OMF 

CON SUBSTAOBU) 1 hour, 0 deg C 

8UBSTA0B{3} 30 hour*, room temperature 
SUBSTAOBO) 6 houre« roan taaperetura 



5^01 



(CH2)5 ^OH 



RX<13) OP 50 ...H — » AD 



T 1 






RX(13} RCT M Sa69$l-]9-S 

ROT AB 76-05-1 P3CC03H 
PRO AD «9a53!»-<«-5 



80L 7S-09>a CHSCla 
CON 3 hour*, room temperature 



..0 mmm> M 




Robert Havlin 1(VS61.754 



240/447 




Robert Havlin 





RXdS) RCT AH 5B69CL-SL-5 

ROT AB 76- 05-1 P3CC02H 

PRO AI •ODSaS'-SO-? 

SOL 75-09-3 CH3C13 

CON 3 houra. room Cemparatun 



RX(14) RCT O 

ROT AB 7«-05-l P3CC0aH 

PRO AO 498S39-67e 

SOL 75-09-3 CMacl3 

CON 3 houra, rooa temperature 



RX(1S> OF 50 AH — » AI 



RX(16) OF 50 ...R mmm> AJ 




msusA zmm RgbmHaviin io^§6lz54 Mujm Robert H«vitn 




ROT AB 76-OS-l FSCCOaH 

PRO T 490539-70-1 

SOL 75-09-a CH2C12 

CON 3 hour*, room temperature 



BX{16) RCT R !ie6961-&4-0 RX{18) OP 50 . . .AA — > AL 

ROT AB 76-OS-l F3CC03H 
PRO AJ 49S533-£9'B 




AL 



mS^UM PofrmHaVltn m^UM 2M1ML Robert H«vlln 




RX(21) OF 50 ...J AO 



RX(19) RCT AC ?0$!JlSl-89-£) 

ROT AB 7C-05-1 F3CC02H 

PRO AM 494539-72-3 

60L 7S'Q9'2 CH3Cia 

CON 3 houra. roan temperature 




RX(30) OP 50 ...y "-> AH j 



1W561.7S4 



Robert Havlin 




RCT C 4!)05j9-t4-3, I 1C8-24-7 

PRO J 5869£2-97-2 

SOL 110-S6-1 Pyridine 

CON 34 hours, room temparaturs 

RCT J 5B6963-97-a 

RGT AO 7647-01-0 HCl, AP S4-19-7 AcOH 

PRO AQ 49BS39-74-S 

CON 3 0 minutes, room temperature 



RX(21) RCT J 5869f,:-9 7-2 

ROT AO 7647-01-0 HCl, AP 64-1S-7 AcOH 

PRO AQ 498539-74-5 

CON 30 minute room temperature 



RXOl) OP SO COHPOSBD OP RXO), RX(21) 

RXOl) C * I mmm» AQ 



RX(32) OF SO COMPOSED OF RX(4) , RX(13) 
RX(32) C + L AD 







RX(4) RCT C 4<9S539-e4-3 



rAGBd) 
SOL SB-13-3 DMP 
CON room temperature -> 4 deg C 



;?47/447 



6TAOE(2} 

RCT L 79-04-9 

COM SUBSTAOBd) 1 hour. 4 des C 

SUBSTAaB(3) 1 hour, room temperature 

PRO M 58fi961-19-S 

X(13) RCT M 5S6961-19-5 

ROT AB 76-05-1 P3CC03H 

PRO AD 498539-C6<$ 

SOL 75-09-3 CHaCl3 

CON 3 houre. room temperature 



RX(33) OF SO COMPOSED OF RX(5) , RX(14} 
RX(33) C * W —> A3 



STAOE(l) 

SOL 6»-ia-3 DMP 

CON room temperature -> 4 deg c 

STAOB(2) 

RCT N 157S-fil-7 

CON SUBSTAGB(l) 1 hour, 4 deg C 

SUBSTAaB(2} I hour, roan temperature 

PRO O 586961-34-3 

RX(14) RCT O 886961-34-3 

ROT AB 76-05-1 P3CC03B 

PRO AG 498S39-67-6 

SOL 75-09-3 CH2C13 

CON 3 hours, room temperature 




RX(34} OF 50 COMPOSED OP RX(6), RX(14) 
RX(34} C P — > AO 




Cl'''^(CM2)r 



-(CH3)3 



T It 




^(caa)3 




RX(S) RCT C 49a539<64-3 



M9/447 



Robert Havlin 



RCT C <90539-t<i-:i 



1^561.754 



2S0/447 



Robert Havlln 



STAGE ( 1 } 

SOL 6t-12'2 DMF 

CON roon tefflperature -> 4 deg C 



RCT P 4e35*S9-0 

COM SUBSTAOBU) X Dour. 4 deg C 

SUBSTAOB(3) 1 hour, room taHqwracurs 

PRO O 5969«l-3*-2 

RCT O Safi9fil-a4-3 

ROT AS 73CC02H 

PRO AO 490S39-67-6 

SOL 75-09-3 CH2C13 

CON 3 hours, room temperature 



RX(3S) OP SO COMPOSSD OF RX(7) . {(X(16) 
RXOS) C * Q — > AJ 




RCT C 490S39-(:4-3 

STAGE (1) 

SOL 6B-13-3 DMr 

CON room temperature -> 4 deg C 

STAGE (3) 

RCT O 4509-90-4 

CON SUBSTAGBd) 1 hour, 4 deg C 

SUB5TA0E(2) 1 hour, rooai tenperature 

PRO R 586961-54-6 

RCT R 5869M-54-8 

ROT AS 7S-0S-1 P3CC02H 

PRO AJ 498S39-69-8 

SOL 75-09-3 CH3C13 

OON 3 hour*, room tenperature 



RX(36) OF 50 COMPOSED OP RX(9), RX(IO) 
RX(36) U ♦ V + » Y 

Cf tl HO"'^ (CH2)< "^^B 



<( 





yiBLD 3Bt 



Robert Havlln 




^«/447 




Robert Haviln 



RCT U 1122-17-4, V 60-32-3 

PRO H 101310-64-3 

SOL 109-99-9 THP 

OON 3 houra, reflux 

RCT H 101310-84-3, H 438539-6S-4 
ROT 8 2S953-53-8 EDAP 
PRO Y 506961-92-4 
SOL 68-13-3 DH7 

CON SUBSTAGBd) 1 hour, 0 deg C 

8UB8TA0B(3) 30 houra. rooai temperature 
SUBSTAaB(3) 6 houra, room temperature 



RX{3T) OP 50 
RX<37) M 



> OP RXUO). RX(30) 
H — » AN 



<CH2)r ^OB 



RX(IO) RCT H 101310-84-3. H 49S539-6S-4 
ROT B 359S3-53>e BDAP 
PRO Y 58C961-»a-4 
SOL S8-13-3 OKP 

OON SUBSTAOBd) 1 hour, 0 deg C 

SUBSTA0B(3} 30 houra, ro<» tenperature 
SUBSTAOBO) G houra, roon temperature 

RX(30) RCT y 5SC9C1-93-4 

ROT AO 7647-01-0 HCl, AP 64-19-7 AcOH 

PRO AN 498539-73-4 

COM 30 minutes, room temperature 



RXda) OP 50 
RX(38) Z 



OP RXdl), RXd8} 
>■> AL 






10/S61J54 




RgtcrtHnvHn 



RCT Z ll<»«5-39-a 

aTAOBd) 

SOL ca-13-2 OMP 

CON room te«p«ratur« -> 4 deg C 

STA0S(3) 

RCT H 49fl539 «a--{ 

ROT D 100-74-3 4 -EChylmorphol ine, B 2S»S2-53-a BOAP 
CON SUBSTAOB(l) 1 hour, 4 deg C 

SUBSTAaB(2) < bours, room temperatura 

PRO AA 5a6»«l-80<0 

RCT AA SaC»Cl-80-0 

ROT AB 76-OS-l P3CC03H 

PRO AL 498S39-71-3 

801. 7S-09-a CH2C13 

CON 3 hours, rocxi Cvnparature 



RX(39) OP SO CONPOSBD OP RX(ia), RX(19) 
RX(3») AB H —> AM 



(CH2) CI 




RCT AB S3333-93-5 

STAGB(l) 

SOL 68-13-3 DMF 

CON roon teap«r>tur« -> 4 dog C 

STAGS (a) 

RCT H 498S39-6S-4 

ROT 0 100-74-3 4-BthyIaiorpholintt, B 3595a-93'>8 BOAP 
CON SUBSTAOSd) 1 hour, 4 deg C 

SUBSTA0S(3) 6 houra, room Camparatura 

PRO AC 5869S1-89-9 

RCT AC 588961-89-9 

ROT AB 7S-0S-I P3CC03H 
PRO AM 498539-73-3 

SOL 75-09-a CHacia 

CON 3 houra, roan temperatura 



RX(49) OP 50 COMPOSED 07 RX{9), R3C(lO), RXOO) 
RX(49) U ♦ V ♦ H mmm> AN 



1 0/561. 7S4 




Antwerp (UIA) , Antwerp. B-3610, Balg. 
- Tetrahedron Letter* (3001), 43 (S3), 913S-9138 
CODEN: TBLBAY; ISSN: 0040-4039 
Blaevier Science Ltd. 
Journal 
Bngllah 

Thia letter describes the parallel synthesis of dipeptide p-nitroanilides and dipeptide 
di-Ph phosphonatea, compds. that can be used aa ■ubstraCaa and irreversible inhibitor* for 
the rapid profiling of dipeptldyl peptidases. A polymer- assisted solutlon-phaae synthaaia 
was used for a rapid and clean coupling between easily available building blocka. 

11 THBR8 ARB 11 CZTBD RBPBRBNCBS AVAZLABLB FOR THIS 
RBCORO. ALL CITATIONS AVAILASLB IN THB RB FORMAT 



RXU) OF 35 A ♦ B >—> C 




RCT U 1133-17-4, V C0-33~3 

PRO H 101310-B4-3 

SOL 109-99-9 THP 

CON 3 houra, reflux 

RCT M 101310-84-3, H 498539-65-4 

ROT B 3S953-S3-8 EDAP 

PRO Y 58«961>9a>4 

SOL 68-13-3 DMF 

CON SUBSTAOB(l) 1 hour, 0 deg C 

SUB9TAOB(3) 30 hours, room eenperatura 
SUBSTAOB(3) 6 houra, room temperature 

RCT Y 586961-93-4 

ROT AO 7647-01-0 HCl. AP 64-19-7 AefUI 

PRO AN 498539-73-4 

CON 30 minutes, room temperature 



YIBLD 98% 



LI 3 ANSWER 5 OF ] 
ACCESSION NUMBER: 
TtTLB: 



CORPORATB 80URCB: 



CASREACT COPYRIOHT 2007 ACS on STN 
136:247867 CASREACT Full -text 

Polymer-aaaisted solution-phase parallel ayntheaia of 
dipeptide p-nitroanilidea and dipeptide diphenyl 
phoaphonatea 

Senten. Kristel; Van dar Veken, Pleter; Bal. Ounther; 

Haemera, Achlel; Augiiatyna, Koen 

Department of Medicinal Chemistry, University of 



RCT A 132308-69-3 
STAOBd) 

ROT D 3593-95-3 l-B«nzotriazolol . B 538-75-0 DCC 
SOL 7S-09-3 CH3C13 

STAOBO) 

RCT B 7369-91-7 
SOL 75-09-3 CH3C13 

STA0E(3} 

ROT F 76-05-1 F3CC03H 
SOL 75-09-3 CH3C13 

PRO C 90145-75-8 

NTB polymer-aaaisted solution-phaae synthesis, sol id* supported 
reagent, mathylpolyatyrene resin used 



tWS61.754 



Robert Havlln 



RX(3) 07 35 K * B •••> I 



Robert Havlln 




.XT' 



H^COjH 



RCT J 30B66-4C-Q 
STAQBd) 

ROT D 3593-95-2 1-Benxotriaxoloi . B 53a<75-0 DCC 
SOL 7S-09-3 CH2C13 

STAOBO) 

RCT B 7369.91-7 
SOL 75-09-3 CH3C13 



RCT H 1676-90-0 
STAQBd) 

ROT O 3593-95-3 1-BsnsotriazoloI, B 53S-75-0 DCC 

SOL 7S-09-3 CH3C13 

STA0B<3) 

RCT B 7369-91-7 
SOL 75-09-a CH2C13 

STAOBO) 

ROT F 76-05-1 PaCCOaH 
SOL 75-09-3 CH3C13 

PRO I 601B9-4S-S 

NTB polyBer-«««ist«d solution-ptuiM synttaMis, ■olid-«upportad 
r«*getit, mthylpolystyrana rasln uaad 



ROT 9 76-OS-l P3CC03H 
SOL 75-09-3 CH3C13 

PRO K 993R4-6a-3 

OTB polynsr-aaaisted solution-phasa ■yntheaia, •olid-cupportfld 
reagant, methylpolyatyrene reain ua«d 



RX(4) OP 35 L * B - — > M 



V 



RX(3) OF 35 



Rfftfrt Havlln 



6^ 

Ha Bi 



YIEU> 10% 



RCT L 13139-l»-7 
STAOBd) 

ROT D 3593-95-3 l-Benzotriazolol , B 536-75-0 DCC 
SOL 75-09-3 CH3C13 

STAGE (3) 

RCT B 73«,'}-3a-7 
SOL 75-09-3 CH3C13 

8TA0E(3) 

ROT F 7fi-05-l F3CC03H 
SOL 75-09-3 CH3C13 

PRO M 9014S-77-0 

WTB polynar-aaaiatad aolution-phaaa aynthaaia, aolld-aupportad 
raagent, nathylpolyatyrena raain uaed 



RX(5) OF 3S H 4- B •••> O 



OBu-t 




RCT N L3734-34-4 
STAOS(l) 

ROT 0 3S93-95-3 1-BenzotriaSOlol . B 53S*75-0 DCC 
SOL 75-09-3 CH3C13 

STAOBO) 

RCT B 7369-91-7 
SOL 75-09-a CH3C13 

STA0B(3) 

ROT P 76-05-1 F3CC03H 
SOL 75-09- 3 CH3C13 

PRO O 90145-73-5 

NTB polymer-aaalated aolution-phaaa aynCheaia. aolid-aupportad 
raagant. nathylpolyacyrena raain uasd 



X(7) OF 35 R « B >«-> 8 



IUK*^OBu-t JL^^I 



'W561.7S4 



261 /447 



Robert Havlln 



10/S61.754 



?62/447 



Robert Havlln 



6^ 

11.0H 



RX(7) RCT R 13734-a3- 



STAOB(l) 

ROT D 2S93-9S-3 1- BenzoCri«zolol . 8 538-75-0 DCC 
SOL 75-09-3 CH2C13 

STAOB(a) 

RCT B 7369-91-7 
SOL 75-09-3 CH3C13 

STAOSO) 

ROT F 7C-05-1 psccoaa 

SOL 75-09- a CH2Cia 
PRO 8 90145-70-3 

NTB pelymar«aaBiBtad ■oIutlon>phaae syntheaia, aolid-aupported 
raagent. nathylpolyatyrena raaln uaad 



RX(S) OP 3S T * B ---> *J 



RX(a) RCT T 4737504 B 



STAOBd) 

ROT D 3593-95-2 l>Benzotriazolol . B 536-75-0 OCC 
SOL 75-09-3 CH3C13 

STA0B(3) 

RCT a 73«9-91-7 
SOL 75-09-2 CK3C13 

STAOBO) 

ROT F 7S-05-1 P30C02H 

SOL 75- 09- a cHacia 

PRO U 90a45-C&-0 

NTB polymar-asaiated aolution-ph«8e ayncheaia, aolid-auppQrtad 
reagent, nethylpolyatyrene reain uaed 



RX(9) OF 35 



B — ■> N 



OBu-t 



Ill 



447 



Robert Havlln 



10/g61.7S4 



364/447 



Robert Havlln 



RCT V 13734-41-3 
STAGS < I) 

ROT D 3593 • 95-3 l-Bensotriazolol, B 536-75-0 DCC 

SOL 75-09-3 CH2C13 

STA0E(3) 

RCT B 7369-91-7 

SOL 7s-09-a CHacia 



ROT F 7C-05-1 F3CC03H 
SOL 75-09-2 CH2C12 

W 90145-74-7 

poiymar-aaaiatad aolution-phaaa ayntlieaia, aolid-aupportad 
raagent. nethylpolyatyrena reain uaad 



LI 3 ANSHBR 6 OF 19 
ACCBSSION NUMBBRi 
TITLB: 

IHVBNTOH<S) ! 
PAT6NT A8SZ0NBB(S) : 
SOURCE I 

DOCUMBHT TYPB: 



COPYRIGHT a 007 ACS on 8TH 
135t34473< CASRBACT Full -text 

Proceaa for preparation oC aubatltuted aepartie acid 

acetala from butenolactonea . 

Hannamaker, Marion W, ; Forater, Cornelia 

Vertex Pharmaceutical a Incorporated, USA 

PCT Int. Appl., 59 pp. 

COOEN: PIXX03 

Patent 

Bnglieh 



" 0 0 

0 o 

Xttll IV \>Bl V 



Title compda. {X; Rl • (aubatituted) aliphatyl, aralkyl, heterocyclylalkyl. aryl; R3 - 
organic radical, prafarably a P3-P4 moiety of a eaapaae inhibitor], ware prepared by 
treatment of butenolactonea (II; Rl aa above) with mv (Y - H, ailyl, counterion) to give 
asidolactonea (ZII; Rl aa above) followed by eenveralon of III to aminolaetonea (IV) or 
iminophoephoranea <V; R undefined) and coupling of either with RaC03H (R3 aa above) or a 
reactive equivalent thereof. Thua, Me3SlN3, HOAc, DBU, and S-ethoxy-SH-furan-3-one were 
atirred 24 h in CK3C12 to give 73* 4 -azido- S-ethoxydihydrof uran-2-one . The latter with 
(S) -pyrrolidine -1,3- dicarboxylic acid 1-tert-Bu eater waa hydrogenated in BtOAc over Pd/C 
under 1 atm Ha Cor 1 hi the mixture waa diluted with CH3C13, filtered, and evaporated The 
crude mixture waa atirred with dliaopropylethylamine, BOC, and HOST in CH3C12 for 24 h to 
give 56% (R) -2- (3-ethoxy-5-oxo-tetrahydrafuran- 3-ylcarbanoyl)pyrrolidine-I-carboxylic 
acid tert-Bu eater. 



PATBWT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 20010S1330 
HO 3001001330 
Hi AS, AG, 
CR, CU, 
HU. ID, 
LU. LV, 
SD. SB, 
YU, ZA, 
Rtf: OH, OM, 
OB. OK, 
BJ, CF, 
CA 2403138 
BP 1378737 

R: AT. BB. 
IB. SI. 
ZA 3003004658 
BO 107038 
NO 3003004111 
US 2003119899 
US 7109357 
BR 3003004436 
PRIORITY APPLM. INFO. 

OTNBR S0URCB(8}< 



HO 2001-US12769 20010419 



A2 30011101 

A3 30030307 
AL. AM. AT. AU, AZ, BA, BB, BO, BR. BY. 
CZ, DB, DK, DM, DZ. BE, B8, FI. OB, OD. 
IL. IN, IS. JP. KB, KO, KP. KR. KZ, 
MA, MD, NO, MX. MN, KM, NX, NZ, NO, HZ, PL, PT, 
SO. SI, SX, SL, TJ. TM. TR, TT, TZ, UA, UO, US. 
ZW 



BZ, CA, 
OB, OH, 
LK, LR. 



CH, CN, 
GM, HR, 



RO, RU, 
U2, VN, 



KB, L3, MVf, MZ, SD, SL, 8Z, TZ, UG, ZH, 
SS. PI, PR. 08. OR, IS. IT, LU, MC. HL. 
CO, CI, CM. OA. OH, GH, ML, MR. NB, SN, 



30011101 
30030139 
H. D8, OK, BS, 



CA 3001-240212B 
BP 3001-937317 
OB. OR, IT, LI. LU 



LT, LV. PI, RO, MK. CY. AL. TR 



3004 0438 
30030630 
30030838 
30030636 
20060919 
30040608 



ZA 3002-665S 
BG 2002-107038 
NO 3003-4111 
US 3003-329961 

BR 3003-204436 
US 3000-199339P 
HO 3001-US13769 



AT, BE, CH, CY, 
PT. SB. TR. BF, 

TD, TO 
20010419 
30010419 

NL, SB. MC. PT, 



20030820 
30030833 
30030838 



RX(ll) OF 38 . . .AH 




20021029 
20000424 
20010419 



MARPAT 13 51344726 



JL 0 BtO 




RXdl) RCT Ml 370877-09-1 



STAGE (1) 

ROT AO 108-48-5 3, 6-LutidiM 
BOh 75-09-3 Cni3Cl3 

8TA0B(3) 

ROT AP 37607-77-8 MB3SiS03CF3 

STASBO) 

ROT AQ 144 -SS- 8 HaMC03 

STA0B<4) 

SOL 75-09-3 CH3C13 

8TA0B(5) 

RCT AN 66222-59-3 

SOT W 2S9Sa-S3-8 BDAP, X 2S93-9S-2 l-Bmzotrlazolol 
SOL 75-09-3 CHSCia 

8TAOK(6) 

SOL 141*78-C AcOSt 

PRO AK 371126-01-1 



RX(30} or 38 COMPOSBD OF RX(11}, RX(10} 
RX(30) AH ♦ AN « AL --■» AM 



O . 




RXdl) RCT AH 370877-09-S 



BTAOB(l) 

ROT AO 108-48-5 3,fi-Lutidlna 
SOL 75-09-3 CH2C13 

ST AOS (3) 

ROT AP 37G07-77-8 Me3SiS03CF3 

STAGS (3) 

ROT AQ 144-55-8 N«HC03 

STAOB(4) 

SOL 75-09-3 CH3C13 

STAGS (S) 

RCT AN C8222-59-3 

ROT H 35953-53-8 EDAP. X 3593-95-3 1-BenzotriaKOlol 
SOL 75-09-3 CH3C13 

8TASB(«) 

SOL 141-78-6 AcOEt 

PRO AK 37113C-0I-1 

RCT AK 371136-01-1 

(1) 

ROT K 1333-74-0 H3 
CAT 7440-05-3 Pd 
SOL 141-7S-6 AcOBt 

MJB(3) 
SOL 7S-09-2 CH3C13 

'AOB(3} 



«7/447 



RCT AL 3486-71-7 
ROT O 7087-68-S BtH(Pr-l)3, N 35953-53-8 BOAP 



(4) 

SOL 141-78-6 AcOBt 



Robert Havlln 



AM 371126-03-3 
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CORPORATB 80URCB: 



CASRBACT COPYRIGHT 2007 ACS on STN 
135:195782 CASREACT Pull-taxt 

Solld-Phaae Synthesis of Pept idomimet ic lohibitors Cor 
the Hepatitis C Virue HS3 Protease 
Poupart, Marc-Andre; Cameron, Dale R. ; Chabot, 
Catherine; Ohiro, Bliee; Ooudreau, Nathalie; Goulet, 
Sylvie; Poirier. Martin; Tsantrizoa, Youla S. 
Department of Chemistry, Boehringer Ingaltialm (Canada) 
Ltd.. OC, H7S 2G5, Can. 

Journal of Organic Chemistry (2001). 66(14), 4743-4751 
CODENi JOCSAH; ISSN: 0023-3263 
American Chemical Society 
Journal 
English 

The NS3 eerine protaaaa enzyme of the hepatitie C virue (HCV) ia eaMntial for viral 
replication. Short peptide* mimicking the N-terminal eubatrate cleavage product* of the 
NS3 proteaae are known to act as weak inhibitors of the enzyme and have been uaed aa 
templates Cor the design of pept idomimet ic inhibitors. Automated solid-phase eyntheaia of 
a small library of compds . based on such a pept idomimet ic scaffold has led to the 
identification of potent and highly selective inhibitors of the NS3 protease enzyme. 

12 THERE ARE 43 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN TRS RE FORMAT 



RCT A 357292-83-4 



ROT D 603-35-0 PPh3, B 2446-83-5 H3 (OOSCHMea ) 3 
SOL 75-09-2 CH2C13, 109-99-9 THF 

STAGE (3) 

RCT B 108-95-3 
SOL 10 9-99-9 THF 

STAOBO) 

ROT F 76-05-1 F3CC02H 
SOL 7S-09-2 CH3C12 

PRO C 3572S3-a9-a 

NTE Stereoselective, solid- supported reactant. Hang resin uaed 



RX(2) OF 32 



REFERENCE COUNT: 




XX' 



RX(1) OF 33 




YIELD 50% 




YIELD 4S% 



ICT A 357292-35-4 
STAGE (1) 

ROT D 603-35-0 PPh3. B 3446-83-5 N3 (C02CHMe3) 3 
SOL 7S-09-2 CH3C13, 109-99-9 THF 



STAaE(3) 

RCT : 371-41-5 
SOL I09-9»-» THF 

STAOBO) 

ROT p 7fi-oa-i P3ccoaii 

SOL 7S<09.3 CH3C13 
PRO J 3S-I29::-901 

NTS acerooMlectiva. aolid-aupported reaetant, Mang realn used 



Robert Havlin 10/561.754 



270/447 



Robtrt Havlin 



RX(3) OP 33 A * K ---> L 



RX(3} RCT A 35Va93>BS-4 



STA08U> 

ROT D 603-35-0 PPh3, B a446-«3-5 NS (C03CHMa3 ) 3 
SOL 75-09-3 CHaCla, 109-99-9 THF 

8TAaB{3) 

RCT K 106-48-9 
SOL 109- 99- 9 TOP 

STAOB(3) 

ROT P 76-OS-t P3CCX)3K 
SOL 75-09-3 CHaClS 



RX(4) OP 33 A f M »-> H 




RX(4) RCT A 3S7292-a!>-4 



ROT D C03-35-0 PPh3, B 3446-83-5 N3 (C03CKMe2) 3 
SOL 75-09-3 CHSCla, 109-99-9 THP 

'AOS (3) 
RCT M 106-41-3 
SOL 109-99-9 TOP 



ROT F 76-05-1 F3CC03H 
SOL 7S-09-3 CH3C13 



PRO K 397393-86-5 

NTB ■teraoaalactlva, solid- rapport ad raaetant, Hang raain ua< 



RX(5) OF 33 



O ■■■» P 



PRO L 357392-91-3 

NTB Btareoaalacclva, aolld-aupportad raaetant, Wang raain uaad 




jCr' 



Robert Hflvlln 




RCT A 3S7293-05-4 



ROT D 603-3S-0 PPh3, S 3446-S3-5 N3 {C03CIIIta3} 3 
SOL 75-09-3 ai3C13, 109-99-9 THF 



<3» 

RCT O 540-36-5 
SOL 109-99<9 TOP 

STA0B(3) 

ROT F 76-05-1 F3CC03H 
SOL 7S-09-3 CH3C13 

PRO P 357393-93-3 

NTB at«r«oa«l«ctiv«. aolid-aupportad raaocant. Hang raain v 



RCT A 3S7292-S5-4 
STAGS (1) 

ROT 0 603-3S-0 PPb3, B 3446-63-9 N3 (C0aCHMaa)3 
SOL 75-09-3 CK3C13, 109-99-9 TBP 

STAGS (3) 

RCT 0 106-53-6 
SOL 109-99-9 THF 

STAOBO) 

ROT F 7S-C5-1 F3CC03H 

SOL 75-09-3 CHacia 

PRO R 357293 -93 -4 

IfTB ataraoaalactive, aelid-auppertad reaetant. Hang raain uaad 



RX(6) OF 33 



RX{7} OF 33 



10/561.754 



RpbyrtH^^ynq TO/561,754 



-'XT 



Robert Havlin 



Br 



^^^^^^^^^^^ 



RCT A 3S7292-9S-4 
STAGE (1) 

ROT D 603-35-0 PPh3, B 2446-S3-5 N2 (C03CHMa2 ) a 
SOI. 7S-0»-a CH2C12, 109-99-9 THF 

STAGS (3) 

RCT S 591-30-B 
SOL 109-99-9 THP 

STAOB{3) 

ROT P 76-05-1 F3CC02H 
SOL 75-09-3 CH2C13 



PRO T 3!>7293-S7-6 

HTB ■tsr«OMl«ctiv«, solid- supportad rakctant. 



[ raaln uaad 



RX(8) or 33 



A ♦ U »■> V 



RCT A 357292- 
STAGE (1) 

ROT D 603-35-0 PPh3. B 3446-83-S tI3 { C03CRMe3 ) 3 
SOL 7$-09-3 Ca3Cia, 109-99-9 TH7 

STAGS (3) 

RCT U 95-56-7 
SOL 109-99-9 THF 

STAGS (3) 

ROT P 76-05-1 P3CC03H 
SOL 75-09-3 CH3Cia 



PRO V 357393-80-7 

NTS atereoaalectlvo, aolid- auppprtad 



raactanC, tfang raain uaad 



RX(9) OF 33 



A 4- H ■<»•> X 



10/561.754 




.XT"- 



BotPcrtHaYlIn 




RX(9) RCT A 3S7392-95-4 

STAGE (1) 

ROT O 603-35-0 PPh3, B 3446-83-5 N3 (003CHMa3) 3 
SOL 75-09-3 CH3C13. 109-99-9 THF 

STAGE (3) 

RCT H 93-£9-3 

SOL 109-99-9 THF ' 

STAGS (3) 

ROT F 74-05-1 F3CC03H 
SOL 75-09-2 CH3C13 

PRO X 35739a-94-& 

HTB ataraoaalactiva, aolid-aupportad raactant, Wang raain uaad 



RX{10) OF 33 A 




RXCIO) RCT A 3S7292-B5-4 



STAGS (1) 

ROT D 603-35-0 PPh3, B 3446-63-5 H3 (COSCHMaS) 3 
SOL 75-09-3 CH2Cla, 109-99-9 THF 

STAOB(3) 

RCT M 106-41-2 
SOL 109-99-9 THF 

STAGE (3) 

RCT y 5720-07-0 
ROT AA 497-19-8 Na2C03 
CAT 14321-01-3 Pd(PPh3)4 
SOL 110-71-4 (CM30Me)2 



STAGE (4) 

ROT V 7fr>C5-X F3CC02H 



SOL 75-09-2 CH2C12 



Robert HiivHn 



278/447 



Robert Havlln 



PRO Z 3S-J::-i2-9B-6 

NTB •ter«oaelectlv«. boI id- supported raaetant, Wang reain ua«d 



RX(13) OF 32 A * S + AF «» AS 



RX(ll) 07 32 A 



AD «» AS 



01 




111) j"""^ o 

^^Y'^**'* 



YIBLD 33% 



BCT A 357393-«f-4 



ROT D fi03<3S-0 PPh3, B a446-B3-5 N2 (COaCMHa3 } 2 
SOL 7S-09-2 CH2C12, 109-99-9 THP 

STAQS(3) 

RCT s 591-ao-a 
SOL 109-99-9 THF 

STAOSO) 

RCT AD 98-80-6 
ROT AA 497-19-8 Na2C03 
CAT 14331-01-3 Pd(PPh3)4 
SOL 110-71-4 (CH20Ha)3 

STAGE (4) 

ROT F VS-OS-l F3CCOaH 
SOL 75-09-3 CH2C13 

PRO AB 357292 -96? 

HTB ateraoaal active, aolld-aupported reactant. 




RX(13) RCT A 3S7393-eS-4 



Hang realn uaed 



STAOBd) 

ROT D 603-3S-0 PPh3, B 344fi-a3-5 m (COaCHMea) 3 
SOL 75-09-3 CH3C13, 109-99-9 TKP 

STAOB(3) 

RCT S 591-30-8 
SOL 109-99-9 THF 

STAjQB(3) 

RCT AP 13331-37-6 

ROT AA 497-19-B lla2C03 



27?/ 447 



CAT 14331-01-3 Pd(PPh3)4 
SOL 110-71-4 (CH20Mb}3 

STA0B(4) 

ROT F 76-OS-l 73CC03H 
SOL 75-09-3 CH3Cia 

PRO AO 357393-97-fl 

NTB atereoaeleotive, aolld-aupported reaatant. 



RgbtrtHavlln 



Wang reain uaed 



RX(13) OF 33 



A •» S ♦ AH — 




'XX 



STAaE(3) 

RCr S 591-30-S 
SOL 109-99-9 THF 

STA05(3) 

RCT AH 78887-39-5 
RC3T AA 4 97-19-B Na2C03 
CAT 14331-01-3 Pd(PPh3)4 
SOL 110-71-4 (CH20He)3 

STAGS (4) 

ROT F 76-OS-l F3CC03H 
SOL 75-09-2 CH2C12 



PRO AI 357292-99-9 
HTB atereoaelective, 



■olld-Bupported reactant, Nang reain used 



RX(14) OP 32 



AD «» AJ 




HO^ 



1^ 





YIBLD 70% 



RCT A 357392-85-4 



RCT A 357293-85-4 



ROT D 603-35-0 PPh3, B 3446-83-5 MS (COaCMMa3}3 
SOL 7S-09-3 CH2C12, 109-99-9 THF 



ROT D 603-35-0 PPh3, E 3446-83-5 N2 {C02CHH«2)3 
SOL 75-09-3 CH3C13. 109-99-9 THF 



STAGS (3) 

RCT U 9S-S6-7 



SOL 109-99-9 THP 

ST AOS ( 3 ) 

RCT AD 98-S0-6 
ROT AA 497- 19- B Na3C03 
CAT 14331-01-3 Pd(PPh3)4 
SOL 110-71-4 (CH30Me)3 

STA0B(4) 

WJt P 74-OS-l P3CC03H 
SOL 7S-09-3 CH3C13 

PRO AJ 357393-99-0 

HTB atArttoselective, aolid-aupported reactant. 



Robert Haviln 



raain uaed 



RX(IS) OP 33 



C'"^'^ 0 i-Pr 



1Q/S61.7S4 



282^447 



Robert Havltn 



STAGE (4) 

ROT r 7«-05-l P3CC03II 
SOL 7S-09-3 CH3C13 

PRO AK 357393 -CO- 6 

NTB. atereoaelective. aolid-aupported reactant. 



Nang reain uaed 



RX(IC) OF 33 



U + AL "» AM 




Br 



aTRUCTURB DIAORAM TOO LAROB FOR DISPLAY - AVAILABLB VIA OPBLXNB PRINT < 

tX(15) RCT A 3S7392-85-4 
STAQSIl) 

ROT O 603-35-0- PPh3, B 244fi-e3-5 N3 (C03CHMe2) 3 
SOL 7S-09-3 CH3C13, 109-99-9 THP 

8TA08(3) 

RCT U 9S-S6-7 
SOL 109-99-9 THP 

STAOB(3} 

RCT Y S730-07-0 
ROT AA 497-19-8 N«3C03 
CAT 14331-01-3 Pd(PPh3)4 
SOL 110-71-4 (CH30Ms)3 



' ffntucnms diagram too larob for display • availablb via offlihs priitt • 

tX(16) RCT A 3S7293-8S-4 
STAGS (1) 

ROT D 603-35-0 PPhS. B 3446- B3-5 N3 {003CRHe3)3 
SOL 75-09-3 CH3Cla, 109-99-9 THF 

STAOBO) 

RCT U 95-56-7 
SOL 109-99-9 THP 

ST AOS (3) 

RCT AL 14047-39-1 
ROT AA 497-19-8 Ha3C03 
CAT 14331-01-3 Pd(PPh3)4 
SOL 110-71-4 (CH20Me)3 

STAaB(4) 



PRO AM 3573.93-01--7 

NTB atereoaalecciva, aolld-aupportad reactant. 



Nang raain uaed 



RX(17} OP 33 A- 4- AH 4 AO — > AP 



BgfrtrtHaYlIn lOf^Ulf* 



RXdS) OF 33 A AQ — > AR 



[ COaM Br ^ v. 




G 





RCT A 387392-85-4 
STAGE (1) 

ROT D 603-3S-0 PPh3, B 3446-83-S N2 (C02CHMe3) 3 
SOL 75-09-3 CH3C13, 109-99-9 THF 

STAaB(3) 

RCT AN 6603-33-0 
SOL 109-99-9 THF 

8TAOB(3) 

RCT AO 61CS-69-1 
ROT AA 4 97- 19- B Na2C03 
CAT 14331-01-3 Pd(PPh3)4 
SOL 110-71-4 (CH30Me)3 

STAaB(4) 

ROT P 7C-05-1 F3CC03H 
SOL 7S-09-3 CH3C13 

PRO AP 3&7293.C3-a 

HTB atereoaelective, aolid-aupported reactant. Hang reain uaed 



RX(18) RCT A 357293-85-4 



ROT D 603-35-0 PPhS, B 344C-S3-5 N3 {C03CBMe3 ) 3 
SOL 75-09-3 CH3C1.3, 109-99-9 THP 

STA0B<3) 

RCT AO 37393-49-S 
SOL 109-99-9 THF 

STA0B(3) 

ROT P 76-OS-l F3CC03H 
SOL 7S-09-2 CHaCl3 

PRO AR 357393-03-9 

irrB atereoaelective, aolid-aupported reactant, Wang reain uaed 



RX(t9) OP 33 



AS — > AT 



10/56K754 



OCX 



NHAc 



10/S61.754 



Robert Havlin 



YIBLD «0% 



RX(19) RCT A 357292-»S-4 
STAOgd) 

ROT D fi03-3S-0 PPh3, B 344«-a3-5 113 (00aCHHe3) 3 
SOL 75-09-3 CHaCI3. X09-99-9 THF 

STM1BI(3) 

RCT AS 934-34-9 

SOL 109-99-9 THF 

STA0B(3) 

ROT P 76-0 5- 1 P3CC03H 
SOL 7S-09-3 CM3C13 

PRO AT J 573 93 -04-0 

NTB •tarao«el«ctiv«, solid-aupportad rttaetatit. 



Nang raaln uaad 



RCT A 3S7392-35-4 
STAOB(l) 

ROT O 603-35-0 PPh3, B 344S-B3-5 N3 <O02CHHe3)3 
SOL 7S-09-3 CH3C13. 109-99-9 THF 

8TA0B(a) 

RCT AU 149-30-4 
SOL 109-99-9 THF 

STAOBO) 

ROT K 76-C5-1 F3CC03H 
SOL 75-09-2 CH2C13 

PRO AV 387393-03-1 

NTB atareoaalaotlva, aolid-aupportad raaetant, Nang raain uaad 



RX(aO) OF 33 



A ♦ AU mmm> AV 



10/561 .7S4 



^87/447 



Robert Hsvlln 10/561.754 




RrtycrtHavlln 




^^^^^^^^^^^ 



^^^^^^^^^ 



YIELD 3Ct 



RCT A 357292-95-4 
STAOBd) 

ROT D e03-35-0 PPhl, B 344S-B3«5 N3 (003CHMe3) 3 
SOL 75-09-3 CHaCia, 109>99>9 THF 

8TAaB(3) 

RCT AN fi36-64-a 

SOL 109- 99-9 THF 

STAOBO) 

ROT F 76-05-1 F3CC03H 
SOL 75-09-3 CH3C13 

FRO AX 357393-06-2 

NTB ataraoaalaetiva, aolid-aupportad raaotant, Nang raain uaad 



RCT A 357293-SS-4 



ROT D C03-35-0 PPh3, B 3446-83-S H3 (C03CHMa3 ) 3 
SOL 7S-09-3 CH3C13, 109-99-9 THF 

STAGS (3) 

RCT AY 109-00-3 
SOL 109-99-9 THF 

STAOBO) 

ROT F 7e-C3-l F3CC03H 
SOL 7S-09-3 CH3C13 

PRO AZ 357393-07-3 

NTB ataraoaalactiva, aolid-aupportad raaetant. Hang raain uaad 



RX(a3) OF 33 



A * AY ■••> AZ 



RX(33) OF 33 



Robert Havlln 10/561.754 



290/447 



Robert Havlin 




RX(33} RCT A 3S7292-85-4 
STAOKd) 

ROT 0 603-3S-0 PPh3, B 3446-63-5 N3 (003CKMe3) 3 
SOL 75-09*2 CH2C12. 109>99-9 THF 

8TAOB(2) 

RCT BA 14B>34>3 
60b 10»>99-» THF 

8TA0BO) « 
ROT P 76-05-1 P3CC02H 
SOL 7S-09-2 CH2C13 

PRO BB 3!i7393-0B-4 

NTB aceraoaalaetiva. aolid-aupportad raaotant« Nang raaln t 



RX(34) OP 33 



A ♦ BC — > BO 



RCT A 3S73»3-aS-4 
STAOBd) 

ROT D 603-3S-O PPli3, S 3446-S3-S N3 (COSCHHeS) 3 
SOL TS-09-3 CH3Cia, 109-99-9 TUP 

STAOBO) 

RCT BC 130-16-5 
SOL 109-99-9 THP 

STAGE (3) 

ROT ? 76-C5-1 P3CC03U 
SOL 75-09-3 CH3C13 

PRO BD 357293'09-5 

NTB ataraoaalactiva, aolid-aupportad raaetant, Wang raain uaad 



RX(aS) OP 33 



BB — > BP 



10/561.754 



291 iU7 



Robert Havlin 10/561.754 



Robert Havlin 




X 



YIBLD 411 



YIBLD 33% 



RCT A 3S7292-85-4 
STAOBd) 

ROT D 603-3S-O PPb3. B 344C-e3-S H3 {003CHHe3)3 
SOL 79-09-3 CH3C13, 109-99-9 THP 

BTA0B(3) 

RCT BB 491-30-5 
SOL 109-99-9 THP 

STAOBO) 

Rorr p 7»-c5-i P3ccoaH 

SOL 7S-09-3 CH3C13 
PRO BP 357293-10-8 

NTB •terooaelectiva, aolid-aupportad reaatant« Mang realn uaed 



RCT A 3S7393-SS-4 
STAOBd) 

ROT D 603*35-0 PPh3, B 3446-13-5 H3 (C03CHHa3 ) 3 
SOL 75-09-3 CH3C13. 109-99-9 THP 

STA0E(3) 

RCT BO 3336-49-0 
SOL 109-99-9 THP 

STAa8(3) 

ROT P 7fi-05-l P3CCQ3H 
SOL 7S-09-3 CH3C13 

PRO BH 3573!t3-ll-» 

NTB ataraoaalaotive, aolid-aupportad raaetant, Wang raain uaed 



RX(36) OP 33 



RX<37) OP 33 





RCT A 357293-B5-4 
STAOSd) 

ROT D 603-35-0 PPh3 , E 3446-03-5 N2 (C03CHMea) 3 
SOL 75-09-3 CR3C13, 109-99-9 THF 

8TAOB(2) 

RCT BI 611-3C-9 
SOL 109-99-9 THP 

STAOBO) 

ROT r 76-OS-l F3CC02H 
SOL 75-09-3 CH3C13 

PRO BJ 357393-13-0 

NTB •t«r«o*«leotiv« , solid- rapportsd r««ct«nt« M«ng rasin UMd 



RX(28) 07 32 





NHAc 



RX(38) RCT A 357293-85-4 
STAOSd) 

ROT D 603-35-0 PPh3 , B 3446-83-5 N3 (COaCHMe3)3 
SOL 75-09-3 CH3C13, 109-99-9 THP 

STAaB(3) 

RCT BK 333-97-4 
SOL 109-99-9 THP 

STAOBO) 

ROT 9 76-05-1 P3CC02n 
SOL 7S-09.3 CBaC13 

PRO BL 357393-13-1 

NTB ■t«racMel«etiv«. ■olid- aupportad »«ct*nt. Hang ruin i 



1UC{39) or 33 




RgbtilHflYlIn 






KHAC 



RCT A 357393-S5-4 



ROT D 603-3S-0 PPh3, B 3446-63-5 N3 (C03CHM«3}3 
SOL 7S-09-3 CH3C13, 109-99-9 THP 

STAaB(3) 

RCT BM 64415-07-3 
SOL 109-99-9 THP 

8TAOB(3} 

ROT P 76-05-1 F3CC03H 
SOL 75-09-2 CH2C12 

PRO BN 357393-14-2 

HTB Btareoaelectiv*. «olid-«upport«d re«cCant, Mang realn uaed 



RX(30) OP 33 



RCT A 3S73»a-BS-4 
STAGS (1) 

ROT 0 603-3S-0 PPh3, B 3446-B3-5 N3 (C03CRMe3) 3 
SOL 75-09-3 CH3C13. 109-99-9 THP 

STAOB(3) 

RCT BC 130-16-5 
SOL 109-99-9 THP 

STA0S(3) 

ROT P 76-OS-l P3CC03H 
SOL 7S-09-3 CHiCli 

PRO BO 357293 -IS -3 

tnu ataraeaelaetlva. aelid-aupportad raaetant. Hang raaln uaad 



RX(31) OP 33 



BP — » BQ 



10/561-754 



Robert Havlln 



Robert HavHn 






RXOl) RCT A 3f7292-SS<4 



ROT O S0ao3S*0 PPM. B a44C-81-S Na (C03CIIMaa) 2 
SOL 7S-09-a CH2C12, 109-99-9 THP 

6TAOBC3) 

RCT BP 82121-0S-9 
SOL 109-99-9 THP 

STAGS (3) 

ROT 7 76-05-1 F3CC02H 
SOL 75-09-a CH3Cia 

PRO BQ 257293-16-4 

NIB •tsraoaalaetlva, aolld' 



i-mipportad TMCCant, Wang raaln UMd 



RCT A 3S7292-8S-4 



ROT D C03-3S-0 PPh3, B 244C-S3-S Na (C03CHMe2)3 
SOL 75-09-3 CH3C13. 109-99-9 THP 

STAGS (a) 

RCT BR 33433-39-S 
SOL 109-99-9 THP 

STA08(3) 

ROT P 76-05-1 P3CC03H 
SOL 75-09-3 CH2CI2 

PRO as 257393-17-5 

NTB stareoaalsetlva, aolid-aupportad raaotant. Hang reain uaad 



RX(32) OP 32 A ♦ BR 



LI 2 ANSWER 8 OP IS 
ACCBSSZON NUMBER: 
TITLE I 



R(S)i 
CORPORATE SOURCE t 



PUBLISHER: 
OOCUMBHT TYPE: 



CASRSACT COPYRIOHT 3007 ACS on STN 
133:335359 CASRBACT Pull -text 
l-Aminocyclopropaneboronic Acid: Synthaaia and 
Incorporation into an Inhibitor of Hepatitis C Vlrua 
NSa Protaaaa 

Priaatlay, B. Scott; Daelcce, Carl P. 
Dapartnant of Chamical and Physical Seiancas, 
Pharmacauticala Con(pany, Hilmington, DB, 19880, 
Organic Letters (3000). 3(30). 309S-3097 
CODEN: ORLBP7; ISSN: 1532-7060 
Anariosn Chemical Society 
Jouxnal 



Engl i ah 

AB The previoualy unreported a.a-diaubatituted l-eminoboronate eater* have potential utility 
in peptldooimetlc deaign, particularly against serine protease targets. A concise 
iyntbesis ot l-aninocyclopropaneboronate plnanadiol eater is reported, and a peptidyl 
derivative has modest affinity (Ki - 1.6 \M) for hepatitis c NS3 protease. Analoga with 
iso-Pr and cyclobexyl in place of cyclopropyl were also prepared and tested. 
RBPERBNCB COUNT: 33 THERE ARB 33 CITBD RBPBRBNCES AVAILABLE FOR THIS 

ALL CITATIONS AVAILABLE IN THE RB FORMAT 



RX(IO) OP 37 ...U »•> ¥ 



STRUCTURE DIAORAM TOO LARGE FOR DISPLAY ■ 



AVAILABLE VIA OFFLINE PRINT * 



Robert Havlln 



RCT 
ROT 
PRO 

SOL 



AB 303191-79-9 
P 7647-01-0 HCl 
AC 303191-83-4 
123-91-1 Dioxone 



LI 2 ANSWER 9 OP 18 CASRBACT COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
TITLB: 



AimiOR(S} i 
CORPORATE 

SOURCE: 

PUBLISHER: 
DOCUMENT TY 
LANSUAOBt 



01 



127:331716 CASRBACT Pull- text 

Folding types of dipeptldes containing Che 

dlastareoisonerio oyolopropanio analoga of 

phenylalanine 

Jinenas, Ana I.i Vonderesaei Regis; Narraud, Michel.- 
Aubry, Andre; Catlviala, Carloa 

Unite de Recherche Associee au CNRS, LaboraCoire de 
Chimie Physique Macromoleculaire BNSIC-IHPL, 
54001, Pr. 

Tetrahedron Letters (1997), 38(43), 7SS9-7S63 
CODEN: TBLBAY; ISSN: 0040-403 9 
Elsevier 
Journal 
English 



STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

91(10) RCT U 30319X-77-T 

ROT P 7647-01-0 HCl 

PRO Y 303191-90-2 

SOL 133-91-1 Dioxane 



RX{13) OF 37 



In order to consider the possible influence of the orientetion of e side chain on the 
peptide bac)cbone. the nol. structure of four nodel dipeptldes Piv-Pro-caPhe-NHMe (Piv > 
MeaccO; cSPhe ■ 3,3-netbanophenylalanine reaidue I) ware studied by IR and IH NMR. All 
four derive, are p- folded, but the folding type depends on the stereochen. of the 
cyclopropane moiety. 

11 THBRB ARB 11 CITBD REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 



RSFBRBNCB COUNT t 



RX(9) OF 34 . . .R — » P 



> STRUCTURE DIAORAM TOO LAROB FOR DISPLAY • 



AVAILABL8 VIA OFFLINB PRINT * 
PAOl 3 -A 



II o 



RX(9) 



RCT R 197776-19-1 

ROT 0 74-87-3 MeCl. R 76-05-1 F3CC02H. D 109-02-4 



'WS61.7S4 



N*MethyImorpholine 
PRO P 197770-Cfl-8 
SOL 75-09-a CH3Cla 



RXdO) OP 34 .. .M — > 7 



301/447 



r 



Robert Havlin 10/561.754 



?02/447 



o » o 

I 1 0 



Bu-t 



RX{12) RCT 0 197778-33-6 

ROT Q 74-87-3 MeCl, R 76-05 -I F3CC03H, D 109- 03 -4 

N- Me t hy Imorphol Ine 
PRO V 197770-13-5 
SOL 75-09-3 CH3C13 



Robert HavHn 



MCdO) RCT N 197??8-ao-4 

ROT Q 74-87-3 MeCl, R 7S~0S-1 P3CC02H, D 109-03-4 

N-Met hy Imorphol ine 

PRO T 197778-09-9 
SOL 75-09-3 CH3C13 



RX(ll) OF 34 .. .K — > U 



RX(ll) RCT N 197778-21-5 

aOT Q 74-87-3 MaCl, R 76-OU-l F3CC03H, D 109-03-4 

N- Me t hy Imorphol in e 
PRO U l»7778-13-4 
SOL 75-09-3 CH3C13 



RX(17} OF 34 COMPOSBD OF RX(S) , RX(9} 
RX(17) C 4^ J »>> P 



X 



A. 



RZ{13} OF 34 ...O — > V 



RX{S) RCT C 19777B-16-B, J 74-89-5 

PRO K 197778-19-1 

SOL 67-$C-l MoOH 

RX(9) RCT K 197778-19-1 

ROT 0 74-87-3 MeCl, R 76-05-1 r3CC02B, D 109-03-4 

N-Kethylnorpholine 

PRO P 19777a-08-« 

SOL 75-09-a CR3C13 



Robert Havlln 10^?^1.7M 



304/447 



Robert Havlln 



RX(IB) OF 34 COMPOSBD OF RX(6) , RX(IO) 
RX(1«) F 4- J — > 7 



8TIPS 



O,^. Bu-t 

T 1 0 




RX(7} RCT H 313996-57-7, J 74-89-S 

PRO N 197778-31-S 

SOL 67-56-1 MaOH 

RX(ll) RCT N 197778-31-S 

ROT 0 74-87-3 MaCl, R 76-05-1 F3CC03H, D 109-03-4 
N-Nothyltnorphol ina 

PRO U 197778-12-4 

SOL 75-09-3 CH3Cia 



RX(30) OF 34 COMPOSED OF RX(8) , RX(13) 

RX(20) \ * a mmm> V 



RCT F 197778-17-9, J 74-89-5 

PRO H 197778.30-4 

SOL 67-56-1 MeOH 

RCT M 197778-20-4 

HOT Q 74-87-3 MaCl. R 76-05-1 F3C002H. 0 109-03-4 

H-H«thylBorpholine 

PRO T 197778-09-9 

SOL 75-09-2 CH2C12 



V it 0 



RX(19} OF 34 COMPOSED OF RX(7). RX(ll) 

RX(19) H ♦ J *•••> U ]^ J? 



RX(8) 



RCT I 313996-58-8. J 74-89-S 
PRO O 197778-33-C 
SOL 67-56-1 MeOH 



305/447 



RCT O 197778-22-6 

tiar 0 74-87-3 MeCl. R 7tt-05-l PaCi:02H, D 109-03-4 

N-Hethylnorpholine 
PRO V 197T;8-1J-$ 
SOL 75-09-3 CH3C13 



Robert HavHn 



10/S61.7S4 



306/447 



Robert Havlln 



Lia ANSWER 10 or la 

ACCESSION KUHBERs 
TITLE t 



AUTHOR (8) ! 
CORPORATE SOURCE 



SOURCE: 



CASRBACT COPYRIGHT 2007 ACS on STM 
116:330602 CASRSACT FulI"C«Xt 

Synthealfl and prop«rtias of 0-glucoMi»in« N-paptldyl 
derivatives a» substrate analog inhibitor* of papain 
and caChepain B 

Giordano, C; Oallina, C; Conaalvi, V.; Seandurra, R. 
Cent. stud. Chim. Farm., Univ. La Sapienza, Rome. 
0018S, Italy 

European Journal of Medicinal Chemiatry (1»»1) , 26 (Bl, 
753*62 

COOBN: BJMCAS: ISSN: 0233-5234 
OOCUMBWT TYPE: Journal 
LANOUAOB: English 

AB N-Peptidyl derive, of D-glucoaanlne were eyntheeized end teated aa reveraible, aubstrate 
analog inhibitora of cyateine and serine proteases. 0-Olucosamine itself showed fair 
inhibiting properties againat cysteine proteasea. Derive, designed to improved binding at 
the papain active site, displayed reversible inhibition with Ki 67-860 vM for papain and 
111>3400 (iM for cathepain B. Representative serine proteases were unaffected. No 
inhibitory activity against human lauleocyta slaatasa was obaarvad for 3 dariva. bearing 
very affective peptidyl recognising unite for thia i 



RX(16) .or 36 . . .Q »■> r 




RX(is) or a« . . .0 — > x 



^Ae 



^ o 
Ph, -°\^NH %K-^Pr-i ? 

T 




■> d cost 

COST IN U.S. DOLLARS 

CONNECT CHARGES 
NETWORK CHARGES 
SEARCH CHARGES 
DISPtAY CHARGES 

rULL ESTIMATED COST 



SINCE riLS 
ENTRY 
14.43 
3.33 
116.94 
03.06 



TOTAL 
SESSION 
31.99 
3.43 
331.96 
86.79 

346.16 



P9iwi1 Havlln 



DISCOUNT AMOUNTS (rOR OUALXryZNO ACCOUNTS) 
CA SUBSCRIBER PRICE 

IN FILE 'CASREACT' AT 08:51:09 ON 30 MAY 2007 



SINCE FILE TOTAL 
ENTRY SESSION 
-9.49 -10.23 



RX(7) OP 41 ...M ♦ a -*» R 



-> d 



hlat 

(FILE 
PILE ' 



•HOME* ENTERED AT 06: 18; 24 ON 30 



RSOISTRY* BNTBRBO AT 06:18:37 ON 
STRUCTURE UPLQAOBO 



MAY 2007) 
30 MAY 2007 




PILE 'CASRBACT* EHTERED AT 08:19:13 OH 30 MAY 3007 



•RBOISTRY' BNTBRBO AT 08:31:37 ON 30 MAY 2007 
STRUCTURE UPLOADED 



•CASRBACT* ENTERED AT 08:31:56 ON 30 MAY 3007 
SO S L4 



'CASRBACT' ENTERED AT 00:34:06 ON 30 KAY 3007 
36 S LS NOT PY>3003 



'RBOISTRY* Bin-BREO AT 00:36:44 ON 30 HAY 3007 
STRUCTURE UPLOAOBO 




LIO 
Lll 
L13 



> AT 08:39:13 ON 30 MAY 3007 
5 S L7 

3 S LO NOT py > 3003 
4« S L7 SSS PULL 
31 8 LIO MOT py >2a03 
18 S Lll NOT L9 

>■ hit 11>18 



L13 ANSWER 11 OP 18 
ACCB88X0N NUMBBR: 
TITLE: 

AUTHOR (S) : 

CDRPORAT8 SOURCE: 
SOURCB: 



COPYRIGHT 3007 ACS on 8TH 
111:115724 CASRBACT Pull -text 

The incorporation of sugar noietiea to neuropeptidaa: 
comparative atudy of different isethoda 
Torrea, J. L. ; Haro, I.; Bardaji, E.; Valencia, O.; 
Oarcia-Anton. J. M.; Reig. P. 

Dep. Biol. Org. Chen., C8IC, Barcelona, 08034. Spain 

Tetrahedron (1968). 44(19), 6131-6 
CODEN: TETRAB; ISSN: 0040-4020 
Journal 
Engl i eh 

AB By using both P-N-glycoaylation and p-O-glycoaylation procedurea, different methods for 
the incorporation of glucose moletiea to proline-, hydroxyproline- or glutamic acid- 
containing protected neuropeptides have been examined Aa far aa glycoaylation of Olu and 
Hyp containing fragmenta la concerned, the incorporation of either Y-p-N-glucoaylated 
glutamic acid or 4-p-o-glucoBylated hydroxyproline to the reat of the peptide have been 
chosen. However, in Che caae of C-terminal proline containing peptide fragmenta, direct 
P-N-glucosylation of the full peptide has been preferred. Acetyl protecting groupa on the 
sugar noiety led to better yields than the bulkier benzyl groupa. 



1^ 

^•-^'^OH 



RX{7) RCT M 1223S0-S6-7 

STAGE (1) 

ROT T 1333-74-0 H3 
CAT 7440-0S-3 Pd 
SOL 67-56-1 MeCH 

STAGS (3) 

RCT 8 115615-64-0 

ROT B 538-75-0 DCC. P 3593-95-3 1- Benzotriaxolol 



PRO R 115T30-SS-7 



LI 2 AHSHBR 13 OF IS CA8RSACT 

ACCBSSIOH 
TITLE: 



Atm{0R(6) : 
CORPORATE i 



COPyRIOHT 3007 ACS on STN 
109:C943 CASRBACT Full -text 

Amino acid darivatives that atabiliM ■•condary 
•trueturea of polypeptide*. III. P-Bnamlno 
nit riles aa analogs of secondary anidea. The MCC 
[1- (acylamino) -2- (atninoaDcyl) -3<eyaiio-3*cyclopenteRea] 
aa amino acid analoga 
Kemp, D. S.; Carter, Jeffery S. 

Dep. Chero., Massachuaetta Inst. Technol . , Canbridge. 

MA. 02139, USA 

Tetrahedron Lettera (1987), 28(40), 4641-4 

CODEN: TELBAY; ISSN: 0040-4039 

Journal 

Bngliah 



Ph ^O^ ^ 0 



iBCBacoaCBaPh i 



AS Th« prop«rtiaa of p-cyanoenaminaa aa analoga of anidea are studied with deriva. of a rigid 
amino aoid equivalent I (Boc • Ms3C03C}. i.e., aee-DL-Meo-CK3C03CH3Ph, prepared in two 
atepa from Ms 3- (H-Boc-amino) -S- cyanopentanoate. Racemation of Mcc and incorporation 
into eyelic pentapaptide cyclo(Pro«01y-Pre-DL-flee-oly) are dssoribed. 



RX(4) OF ai ...J * L "-> M. 



t-BU-^-iO 



RX(4) RCT J 114S42-73-3 



ffTAasd) 

ROT K F3CC03H. H 75-09-3 CH3C13 



ST AOS (3) 

RCT L 3S254-59-0 



PRO M 114Ej.ia-7.l-. 



RX(S} OF 31 



^^^^^ 



yiBLO 93% 



10/561.754 



RXCS) RCT M 114543-74-4 

ROT O 1333-74-0 H3 

PRO H 114S18-a9-« 

CAT 7440-0S-3 Pd 

SOL 64-19-7 ACOH 



RXdO) 07 31 COMPOSED OF RX(4>, RX(5) 
RX(IO) J * L — > H 



SOL 64-19-7 AcOH 



L13 ANSNER 13 OF IB CASRBACT COPYRIOHT 3007 ACS on STN 



ACC88SZ0M mmsBRi 

TITLE; 



INVENTOR (S) ; 



PATENT ASSIGNEE (S)i 
SOURCE: 



DOCUMENT TYPE: 



FAMILY ACC. NUN. COUNT: 
PATSKT INFORMATION: 



1081113956 CASRBACT Full-text 

Preparation of amino acid and peptids arylamldea aa 
chronogenic reagents in enzyme datarminations 
Bajuaz. Sandor; Juhasz, Attila; Barabas. Bva; Bagdi, 
Daniel; Mohai. Laszlo, Mrs. 
Oyogyazerkutato Intezet, Hung. 
Hung. Teljes. 37 pp. 
CODEN: 
Patent 
Hungarian 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATS 



RCT J 114543-73-3 
STAOBdl 

ROT K 76-05-1 F3CC02H. H 7S-09-3 CH3C13 

8TAOB(3) 

RCT L 363S4-59-8 

PRO K 114542-74-4 

RCT M 114S43-74-4 

ROT 0 1333-74-0 H3 

PRO N 334S18-80-6 

CAT 7440-09-3 Pd 



HU 40615 A3 19870138 HU 1985-3330 19850613 

HU 196173 ' B 19690838 

SU 1513484 A3 19690930 SU 1966-4038098 19860906 

PRIORITY APPLN. INFO.: HU 1965-3330 19850613 

AB The titla eonpda. RXA (R - K. acyl. amineacyl. aeylaminoacyl . paptidyl, aeylpeptidyl; X « 
L-o-anino aoid radical; A ■ p-nitroanilino, 4-Methyleoumarinyl-7-amino) ara preparad by 
reacting the protected eerreapending amino aoid or peptide with PCl3 and the aryl amide, 

in <0.2% water- containing pyridine, followed by deprotection. The arylamine/PC13 mol . 
ratio is 1:0.6-1.5, which is more PC13 than the conventional amount A solution of 6.8 g 
N3-tert-butyloxycarbonyl-L-arginine-KCl .K30 and 3.S g p-nitroaniline in 30 nL pyridine, 
waa treated, at -30*, with 3.36 nL PC13, to give N3-tert-butylo]^earbonyl-L-arginina-p- 
nitroanilida- HCI.H30. «diieh was treated with HCl in BtOAc to give L-arginino-p- 
nitroanilide-3HCl.H30. The products are chronogenic and fluorogenio raagenta in the 
determination of proteaaaa and tranapeptidaaea. 



RX(16) OP 67 ...Y « X — > Z 



,0,,^-,liH Ma 

T 



mSUSA ?l?/447 Robert Havlin 314/447 Robert Havlfn 



RX{1G) RCT y 11015-6. X ll3:7?3B-6 
PRO Z )13377-96-4 



L12 ANSNBR 14 OF IS CASREACT COPYRIOHT 3007 ACS i 



STN 



ACCESSION HUMBBR: 
TITLE: 
AimiOR(S) t 
CORPORATE SOURCE: 
SOURCE : 



DOCUKSWr TYPE: 
lANQUMBt 



106:16324 CASREACT Fu ll-text 

ToCAl ■ynth«*la of neothramycin 

Mori, Miwako; Uozuni, Yasuhiro; B«n, Yoshio 

Fac. Phnrm. Sci.. Hokkaidp Univ., Sapporo, 060, Japan 

Journal of the Cheiaieal Soclsty, Chemical 

Communicacion* (1986). (11). 641-3 

CODEN: JCCCAT; IS6H: 0032-4936 

Journal 

Bngliah 



HO^^^"-y* 0C0CF3 
la— ^ ^ —31 



RX(3) RCT C 105«43-3S'l 

ROT B 144- 5 5- S NaHC03 

PRO D 105d23-0-?-3 

SOL 7733-16-5 Water 



RX(16> OF 113 COHPOSEO OP RX(3), RX(3) 
RX(IB) C <» 3 O -«-> U 



CH20l^e 

MeO-'-^-'^Br 's-'-'^^OCH; 




Neothramycin A and B (I; R ■ H, Rl ■ OH; R ■ OH, Rl - H, reap.), from Streptonycea, were 
prepared in 13 atepa from 5,4,3- (4- MeC6H4803) (MeO) BrC6H3im3 and the hydroxyproline II, 
via the key intermediate III, which waa obtained by Pd(PPh3)4-oatalyzed oarbonylation of 
the secondary anine IV followed by deprotection. 



RX(3) OF 113 



. ..C ■■■> D.. 



?l?/447 



316/447 



Rgll?trtHflYlln 



»3C,.,^^0 Br 




RCT C 105842-35-1 

ROT B 144-55-6 N«HC03 

PRO D 10S823-07-3 

SOL 7733-16-S Hater 

RCT D 105833-07-3, O 107-30-3 

ROT I 7067-66-5 EtH(Pr-i)3 

PRO H 105633-Q8-3 



CORPORATE SOURCE: 



DOCUMENT TYPE: 



LIS ANSWER IS OP 18 CASREACT COPYRIOHT 3007 ACS on STN 
ACCBSSIOH NUMBER: 105:60933 CASRBMrr Full -text 

TITLSi Peptidyl carbamatea Incorporating amino add iaoatarea 

aa novel elaataae inhibitor* 
AUTHOR (S): Oigenie, Oeorge A.; Agha, Bushra J.; Tauji, Kiyoshi; 

Kato. Maaayuki; Shinogi, Maaaki 
Coll. Pbam., Univ. Kentucky, Lexington, KY. 

40536-0053, USA 

Journal of Msdioinai Chemistry (1986), 39(8), 14«6>76 

CODEN: JMCMAR; ISSN: 0033-3633 
Journal 
Bngliah 

Title peptidyl carbamatea He03CCa3CH3CO-Ala-Ala-Pro-HHZ03CNRRl [I; Z - p-C6H4, R - H, Rl - 
Ph, CHMa3; Z • p-C6H4, R - Rl - Me; Z - 0-CGH4, CH(CRMe3)CH3, R - H. Rl - Phi and 
Me02CCH2CK3CO-Ala-Ala-Pro- CH3N(CHM«3)C0XR3 III; X - O, R3 - C«H4ND3-p. Ph, C6FS, 
CH3CF2CF3CF3; X - S, R3 - CH3Ph, l-mothyl - 5 -tetrazolyl , l-phenyl-5-t«stra2olyl) were 
prepared and they were tasted aa inhibitor* of elaataae, trypain, and chymotrypain . Thua, 
Boc-Pro-NHZOH (Boc - Ke3C03C) ware treated with RRlNCOCl or RRINCO to give Boc-Pro- 
NHZ03CIIRR1, which were 8oc-deblockad and then coupled with Me03CCH2CH3CO-Ala-Ala-OH (III) 
by ClCD3CH3CHMa2 to give I. Boc-Pro-CH3Cl waa treated with H2NCHMe3 to give Boc-Pro- 
CH3MHCHMe3, which waa treated with R3XC0C1 to give Boc-Pro-CM3N(CHMe3)C0XR3, which were 
Boe-deblecked and then coupled with III to give IZ. Six peptidyl carbamatea apecifically 
inhibited elaataae without affecting trypain and chymotrypain. Kinetic atudiea ehowed 
that the inhibition waa competitive. The inhibition is reveraible and proceeds via the 
rapid formation of a strong ensyme- inhibitor complex, fello%«ed by slow acylation of the 
serine residue on the active site of the ensyme. 



O 



RX(16} RCT O 103384-37-5, AB 10aaD4-3€-6 

ROT AM 543-27-1 clCOaBu-l, AN 109-03-4 H-Methylmorpholine 

PRO AL 9227»-3T~a 

SCL 109-99-9 THF 



RX(17) OF 173 ...G * Ml — -> AO 



RX(16) OF 173 



0 



1'VS61.7!i4 



317/447 



• bci 



Robert Havlln 10/561.754 



318/447 



err 



0^ ^NHPr-i 



Robert Havlln 



o 



o 

J- — Xv- .xyr"""" 



IIX(17} RCT O 102284-27-5. AH 102284-37-7 

ROT AM $43-37-1 C1C03BU-1, AN X0»o03>4 N->M«ChyJlniOzpholln«, AP 

10416-S9-8 Me3SiN:CMeOSilta3 
PRO AO 93379- a 8 
SOL 109-99-9 THF 



RX(IS) OF 173 ...O •» Ki •>••> AO 



RXdS) RCT O 102294-37-5. AI 103294-30-0 
ROT AM 543-37-1 ClC03BU-i 
PRO AO 92279-39-3 



RX(19) OP 173 ...O + AJ »» AR 



10/56K754 



319/447 



0 

" -MHPh 



Robert Havlln 10/561.754 



o 



Robert Havlln 



RX(19) RCT a 103394-37-5. AJ 103384-39-9 
ROT AM S43-37-1 ClC03Bu-i 
PRO AR 93379-30-6 



RX(4a) 07 173 O0MPO8B0 OP RXO). RX(lfi) 
RX(43) C ♦ F AB ••..> AL 



o o 



RX(3) RCT C 52787-4S-9, P l»4e-31-a 

ROT H 144- 55- B N«HC03 

PRO G 103384-37-S 

SOL 7733-18-5 Hater. «7-«4-l Mo3CO 

RX(IC) RCT O 103aB4-37-S, AS 10aa84-3C-6 

ROT AH 543-37-1 ClC03Bu-i, AH 109-03-4 H-MsthylnorphollM 

PRO AL 93379-37-1 

SOL 109-99-9 THF 



RX(43) OF 173 COMPOSBD OF RX{3). RX(17) 
RX{43) C + F + AK ---> AD 



• bci 



1WS61.7S4 



_32JLZ447_ 



Robert Havlln 10/561.754 



o 



322 / 447 



Robtrt Havlln 



0 



RXO) RCT C 5:yrsf-'iC-$. V l9*t-3l-» 

ROT H 144 -55- 8 NaHCOS 

PRO O 102384-27-5 

SOL 7733-18-5 N«C«r. 67-C4-1 KeSCO 



RX{17) 



RCT a 103384-37-3, AH 102364-37-7 

ROT AM 543-37-1 ClC02Bu-i, AN 109-03-4 N-Nsthylmorphollns, 

10416-59-a Hs3SiN:CHeOSilto3 
PRO AO «379-29-a 
SOL 109-99-9 THP 



RX(44} 07 173 COMPOSED OP RX(3), RX(18) 
RX(44} C * F 4- AI AQ 



0 0 



RX(a) RCT C 5;r?87-46-9, F 1948-31-B 

ROT H 144-55-a NaHCOS 

PRO O 1032e4>37-5 

SOL 7733-18-5 H«t«r, C7-C4-1 Ma 3 CO 

RX{18) RCT O X033e4-37-5, AI 103304-38-8 

ROT AM 543«37-l ClC03Bu-i 

PRO AQ 93279-39-3 



RX(45) OP 173 COMPOSED OP RX{2), RX(19) 
RX{4S) C * F * M mmm> AR 



. .xrv 



• hci 



• hci 



10/561.754 



323 / 447 



Robert Havlln 



324/447 



Robert Havlln 




0 



RCT C 52787-45-9. P 1946-31-8 

ROT H 144 -SS- 5 N6HC03 

PRO O 103a64-a7-S 

SOL 7732-18-5 Iffttar, 67-64-1 Ms3CO 

RCT a 102284-27-5, AJ 102204-39-9 

RGT AM 543-27-1 C1C02BU-1 

PRO AR 93279-30-6 



RX(64) OP 173 COMPOSBD OP RX(ll). RX(16) 
RX(64) V + a -»> AL 



RCT V 102284-31-: 

ROT AP 7647-01-0 HCI 

PRO AS 102264-36-6 

SOL 109-99-9 THP. 64-16-6 HC03B 

RCT a 102304-37-5. AB 103384-36-6 

ROT AM 543-27-1 CIC02Bu>l. AH 109-03-4 N-Mathylnorpholiiu 

PRO AL 93379-27-1 

SOL 109-99-9 THF 



RX(65) OP 173 COMPOSBD OP RX(13}, RX{17) 
RX(65} Z * a -"> AO 




5^ 



OBu-t l| 



1WS61.754 



325/447 



Robert Havlin 1W561.7S4 



0 



326/447 



o 



Robert Havlln 



IUC(13) RCT Z 1C22B4-.13..3 

ROT AP 7647<01>0 HCl 

PRO AH 103304-37-7 

WCd?) RCT O 102S94-37-5, AH 103284-37-7 

ROT AM S43-37-1 ClC02Bu-i, AN 109-03-4 H-Methylinorphollne , AP 

104K-59-6 Me3SlN:CMaOSiMe3 

PRO AO 932t9-3i-i 

SOL 109-99-9 THP 



RX(66) OP 173 COMPOSBD 07 RX(13). RX(IS) 
RX(CS) AB « G - — > AC 



IUC(13) RCT AB 1.023b4-31-3 

ROT AF 7647-01-0 HCl 

PRO AI 1032S4-3B-a 

RX(18) RCT a IC22$4-37-S, AI 103384-38-8 

ROT AM 543-37-1 ClC03flu-i 

PRO AQ 92219-29-3 



RX(67} OP 173 COMPOSBD OP IU((14), JtX(19) 
RX(C7} AC ■» a —> AR 




M« 0 0 



10/561.754 




0 



Pfffrtrt Havlln 



RX(14) RCT AC 103384-34-4 

ROT AP 7S47-01-0 HCl 

PRO AJ 103384-39-9 

RX{19) RCT O 102284-37-5, AJ 103284-39-9 

ROT AH 543-37-1 CIC03Bu-i 

PRO AR 93379-30-6 



RX(Bl) OF 173 C0MP08S0 OF RX(1), RX(3), RX(16) 
RX(81) A « B 4 F ♦ AS »-> AI. 




RX(1) RCT A 1490-35-1, B 6066-82-6 

ROT O 131-44-8 BC3N 

PRO C 5a787-46-9 

SOL 141-78-6 AcOBt 

RXC3} RCT C S27B7-46-9. P 1948-31-8 

ROT H 144 -SS- 8 MfkHC03 

PRO O 103384-27-5 

SOL 7733-18-5 Water, 67-64-1 Me3C0 

RX(16} RCT O 103284-27-5. AB 103284-36-e 

ROT AM 543-37-1 ClCOaBu-i, AH 109-03-4 H-Hathylnorpholine 

PRO AL 93379-27-1 

SOL 109-99-9 THP 



RX{83) OF 173 COMPOSBD OF RX(1), RX<3) , RX(17} 
RX{83) A « B « F •» Ali —> AO 




6^ 



Wo 



• sci 



• hci 



1WS6I.7S4 2221442 RftfrtrtHavlln mSSUM 2221442 Robert Havim 

^NHPr-i 



0 I* I 



RCT A 34J>0-25-I, B 6a6«-83-C 

RGT D 121-44-8 Bt3N 

PRO C S3787-46-9 

SOL 141-78-6 AOOBC 

RCT C Sa787-46-», P 1948-31-8 

ROT H 144-SS-8 NliHC03 

PRO O 103384-37-5 

SOL 7733-18-5 Water, 67-64-1 Me3CO 

RCT O 102384-27-5. AH 102284-37-7 

ROT AM 543-27-1 ClC02Bu-i, AN 109-02-4 M-Hethylmorpholina. AP 

10416-59-8 Me3SiN:CMeOSiMe3 

PRO AO 93379.28-2 

SOL 109-99-9 THF 



RX(83) OF 173 COMPOSED OF RX(1) , RX(2) , RX(18) 
RX(83) A 4 B 4 r 4 AT AQ 



o 



RX(1) RCT A 1490-25-1, B 6066-83-6 

ROT D 131-44-8 Bt3N 

PRO C 53787-46-9 

SOL 141-78-6 AcOBt' 

aX(3) RCT C 53787-46-9. F 1948-31-6 

ROT H 144-55-8 NaHC03 

PRO O 103384-37-5 

SOL 7733-18-5 Water. 67-64-1 Ma 2 CO 

SX{18) RCT G 103384-37-5. AI 1C2384-38-8 

ROT AM 543-37-1 ClC03BU-i 

PRO AQ 93379-39-3 



RX(84} OF 173 COMPOSED OF RX{1), RXU). RX(19) 
RX(84) A 4 B <<- F 4 AJ AR 



RqfrtrtHaviln lo/^U7^ 



RgfrtrtHaviln 



o 




• aci 



START NEXT REACTION SEQUENCE 



RCT A 1490-35-1. B 6066-83-6 

ROT D 131-44-8 Bt3N 

PRO C S3787-46-9 

SOL 141-78-6 AcOEt 

RCT C 53787-46-9. P 1948-31-8 

ROT H 144-55-8 NaHCOl 

PRO O 103384-37-5 

SOL 7733-18-S Hater, 67-64-1 Me2CO 

RCT 0 103384-37-5. AJ 1022&4-39-9 

ROT AM 543-37-1 ClC03BU-i 

PRO AR 93379-30-6 



RX(93) OF 173 COMPOS80 OF RBACTION SBQUBHCB RX(ll), RX(16) 
AND RBACTION 8BQUSNCB RX(3), RX(16) 

...V mmm> AB . . . 

. . . C 4 F 4 AE -"> AL 



.OHe JL M« a 



• SCI 



1WS61.7S4 



333/447 



o 



Robert Havlln 



• 8C1 



START NBXT REACTION SEQUENCE 



RCT V 103284-31-X 

ROT AP 7fi47>01>0 HCl 

PRO AE 1032S4-36-6 

SOL 109-99-9 THP. «4-lB-« HC03H 

RCT C 527«7-46-9. F 1946-31-8 

ROT H 144-5S-8 NaHC03 

PRO O lO3304-a7-5 

SOL 7733-lS-S Hater, 67-64-1 Me 2 CO 

RCT O 103354-37-5. AH 1022S4-36-6 

ROT AM S43-37-1 C1C03BU-1. AN 109-03-4 N-Mathylmorpholina 

PRO AL 92279-37-1 

SOL 109-99-9 TOP 



RX(94) OP 173 COMPOSED OP REACTION SEQUENCE RX(ia), RX(17) 
AND RBACTIOH 8BQUSNC8 RX(3). hX(17} 



P ■» All — > AO 



O 



• HCl 



O 



335/ 447 



Rftbm Havlln 



RCT Z 103384-33-3 

ROT AF 7fi47-01-0 HCl 

PRO AH 103284-37-7 

RCT C 53787-46-9. F 194B-31-B 

ROT H 144- 55- B N«HC03 

PRO O 103384-37-5 

SOL 7733-18-5 Water, 67-64-1 MsaCO 

RCT 0 1033e4-37-5. AH 103384-37-7 

ROT AM S43-a7-l C1C03BU-1, AN 109-03-4 N-Msthylmorpholine. AP 

10416-59-8 Ma3SlN:CMaOSlMe3 

PRO AO 93379-38-2 

SOL 109-99-9 TOP 



19/g6h7g4 



RX(9») OP 173 COMPOSBO OF REACTION 8E0UENCB RX{13>. RX(18) 

AND RBACTIOH SBQUBNCB RX(3} , RX{1B) 
...AB mmm> AI . . . 
... C * r * AX - — > AQ 



,0^ ^N8Pr-l 



^NHPr-i 



#BC1 



START NEXT RSACTJON SBQUBNCB 



Rg^trtHnYlIn 



o MKPr-i 



RX{13) RCT AB 103384-33-3 

ROT AF 7647-01-0 HCl 

PRO AI 103304-38-8 

RX(3) RCT C 527117 -46-9, 7 1948-31-8 

ROT » 144 -S5- 8 NaHC03 

PRO O 103384-37-S 

SOL 7733-18-5 Nat«r, <7-«4-l Ms 3 CO 

RX(18) RCT O 103384-37-S, AI 103384-38-8 

ROT AM 543-37-1 ClCOaBu-i 

PRO AQ 93379-39-3 



RX(96} OF 173 COMPOSED OF REACTION SBQUBNCB HX(14), RX(19) 
AND REACTION SEQUBNCB RX(2), RX(19) 



.AC ---> AJ... 

. C ♦ P ♦ AJ ---> AR 



O-^ ^OBu 




START NBXT REACTION SBQUSNCB 



KO""^^ HI 



H HN^''^V^ 



• hci 



o 

O "-Y-" ^NH 



RX<14} RCT AC 1023B4-34-4 

ROT AP 7fi47<01'0 KCl 

PRO AJ 1033B4O»*» 

RX(a) RCT C fS7e7-4«-9, 7 1948-31-8 

ROT H 144 -SS- 8 ItaHCOa 

PRO O 103384-37-5 

SOL 7733-18-5 Hater, C7-fi4>l Ma 2 CO 

RX(19) RCT O 103384-37-5, AJ 103aa4-3»-» 

ROT AH 543-37-1 ClCOSBu-i 

PRO AR 93379-30-S 



RX(103) OP 173 COMPOSED OP REACTION SBQUSNCB RX(ll). RX(1«) 

AND RBACTION 8BQUBNCS RX(1) , RX(3) , RX(16) 
...V — > AB... 

... A + B + P + AS — > AL 



O' 



START NBXT RBACTION SBQUBNCB 



RgbfilHftYlIn 



PRO AL 92279-37-1 
SOL 109-99-9 TUP 



RX{103) OP 173 COMPOSED OP RBACTION SBQUBNCB RX(13), RX(17) 
AND RBACTION SBQUBNCB RX(1} , RX(3), RX(17) 

...Z — > AH... 

. . . A ♦ B ♦ P ♦ AH —> AO 



RCT V 103384-31-1 

ROT AP 7S47-01-0 HCI 

PRO AB 103384-36-6 

SOL 109-99-9 THP, 64-18-6 HC03H 

RCT A 14S<0-:5-l, B 6066-63-6 

ROT D 131-44-8 St3N 

PRO C 53787-46-9 

SOL 141-78-6 AcOBt 

RCT C S2767-46.9. F 194B-31-8 

ROT H 144- 55- e NaHC03 

PRO G 1033S4-37-S 

SOL 7732-18-5 Hater, 67-64-1 Me3C0 

RCT O 103384-27-5, AE lC22Qt-Je-6 

ROT AM 543-37-1 ClC02Bu-i, AN 109-02-4 N-Hsthylmorpholine 



• hci 



START NBXT REACTION SEQUKNCB 



J 



Robert Havlln 10/561.754 



Robert Havlln 



0^ ^MHPr-i 



o 



0^ -NHPr-l 



RCT Z 1033S4-33-3 

ROT AP 7647-01-0 HCl 

PRO AH 1033B4-37-7 

RCT A 1490-25-1, B «066-8a-« 

ROT D 121-44-a St3N 

PRO C 527S7-4C-9 

SOL 141>78>S AcOEt 

RCT C 53787-46-9, F 1948-31-8 

ROT H 144-55-8 NaHC03 

PRO O 1023B4-37-S 

SOL 7733- IS-S Mater, fi7-64-l MaSCO 

RCT O 103384-37-5, AH 103384-37-7 

ROT AM 543-27-1 C1C03BU-1. AN 109-03-4 H-HethylwrpholilM, AP 

104 IS -59- 8 |ito3SiH:CMaOSilte3 

PRO AO 93379-28 -3 

SOL 109-99-9 TM? 



START NBXT REACTION SEQUENCE 



0^ -KHPfi 



RX(104) OP 173 COMPOSED OF REACTION SSQUBNCB RX(13} , RX(18) 
AND REACTION SEQUENCE RX(1) , RX(3), RX(IO) 



AI AO 



Pgfttrt Havlln 




10/561J54 



344/447 



BftfrtrtHflYlIn 



RCT AB 103384-33-3 

ROT AP 7647-01-0 HCl 

PRO AI 102384-38-8 

RCT A 1490-3S-1, B COCC-82-6 

ROT D 121-44-8 Et3N 

PRO C 53787-46-9 

SOL 141-78-6 AcOBt 

RCT C 53787-46-9. P 1948-31-8 

ROT H 144-55-8 N«HC03 

PRO O 103384-37-5 

SOL 7733-18-5 Mater, 67-64-1 HeSCO 

RCT G 102284-37-5. AI 303284-38-8 

ROT AM 543-27-1 ClC03BU-i 

PRO AO 93379-39-3 



RXdOS) OP 173 COMPOSED OP REACTION SBQUBNCB RX{14). RX(19) 

AMD RBACTION SEQUENCE RX(1), RX(2}, RX(19) 
. . .AC —> AJ. . . 

. . . A « B ♦ P •» AJ —> AR 



START NBXT RBACTION 8BQU8NCB 




• bci 



0 



RCT AC 102384-34-4 

ROT AP 7647-01-0 HCl 

PRO AJ 103384-39-9 

RCT A B 6066-83-6 

ROT O 131-44-8 Bt3N 

PRO C 53787-46-9 

SOL 141-78-C AeOBt 

RCT C 53787-46-9, F 1948-31-8 

ROT H 144 -55- 8 NaHC03 

PRO O 1033B4-37-5 

SOL 7733-16-S Hater, 67-64-1 MoSCO 

RCT a 1033B4-27-S, AJ 103384-39-9 

ROT AM S43-37-1 ClC02Bu-i 



HyS61.7S4 



34S/447 



PRO AR 92279-30-6 



RX(116) OP 173 COMPOSED OF RX(S), RXUl), IUC(16) 
RX<116) H * V * a ---> AL 



Robert Havlln 10/^6^754 



346 / 447 



RX<11B) OF 173 COMPOSED OF RX(7). RX(13), RX(17) 

Rxdia) M * y * G »-> AO 



Robert Havlln 



1 "'X^r- „ jfrY 



RX{S) RCT M 10a2S4-aa-6, U 103*71-9 

RST II 110-86-1 Pyridine 

PRO V 102384-31-1 

SOL <B-12-2 DM7 

RX(ll) RCT V 102284-31-1 

ROT AP 7847-01- 0 HCl 

PRO AB 102384-38-6 

SOL ia»-9»-» THP. 64-16-6 H003H 

RX(16) RCT a L03284-37-S, AB 103284-36-6 

ROT AN 543-27-1 ClC02Bu-i. AN 109-02-4 N-MathylnoxpholiiM 

PRO AL 92279-37-1 

SOL 109-99-9 THP 



RX(7> RCT M 102294-38-6, Y 79-44-7 

PRO Z 102384-33-3 

SOL 110-86-1 Pyridine 

RX(12) RCT Z 103384-32-3 

ROT AP 7647-01-0 HCI 

PRO AH 103384-37-7 

RX(17) RCT 0 302284-?.7 S, AH 103384-37-7 

ROT AM 543-37-1 ciC02Bu-i, AN 109-03-4 N-Nethylmorpholine, AP 
10416-S9-8 Ms3SiN:CMeOSiMe3 

PRO AO 92279-38-3 

SOL 109-99-9 THF 



RX(130) OP 173 COMPO8B0 OF RX(8) . RX(13}. RX(IS) 
RX(130) H + AA * O — > AO 



l<yS61.7S4 



''-Pr-i 



Robert Havlln 10/561.754 



348/447 



^OBu-t I 11 



M* 0 O 



0 H 



o 

8 ^^^o^- 



RCT M 103304-38-6, AA 179S-48-8 

ROT W 110-86-1 Pyridine 

PRO AB 103284-33-3 

SOL 68-13-3 OMP 

RCT AB 102284-33-3 

ROT AF 7647>01-0 KCl 

PRO AX 103384-38-8 

R6r O 102384-27-5, A2 103384-38-8 

ROT AM 543-37-1 C1C03BU-1 

PRO AQ 92279-29-3 



RX<122} OP 173 C0MP08BD OF RX{9). RX(14). RX(19) 
RX(133} Q * V * O — > AR 



RCT Q lOaaU'l-aS-?, U 103-71-9 

PRO AC 102384-34-4 

RCT AC 103384-34-4 

ROT AP 7647-01-0 HCl 

PRO AJ 102384-39-9 

RCT O 1033Q4-37-S, AJ 103364-39-9 

ROT AM 543-37-1 ClC03Bu-i 

PRO AR 93379-30-6 



RX(13€} OF 173 CONPOSBD OF REACTION SBQUBNCB RX(2} , RX(16} 
AND REACTION SEQUENCE RX(6) , RXUl) , RX(16) 
. . .C « F ■■■> O. . , 
... K 4^ U + G — -> AL 



349 / 447 



Robert Havlln 



1<V56|,754 



3S0/447 



P9l?tflHav|lTl 



RCT C 52787-46-9, P 1948-31-8 

ROT H 144 -SS- 8 NaHCOS 

PRO 0 1023a4-37>S 

SOL 7732- 18 -S WaCer, 67 •64*1 lte2CO 

RCT M lfJ22B4-::fl-6, U 103-71-9 

ROT w 110-86-1 Pyridina 

PRO V 102284-31-1 

SOL 68-12-2 DM7 

RCT V 102284-31-1 

ROT AF 7647>01<0 HCl 

PRO AS 102384 •3fi-S 

SOL 109-99-9 THP, 64-18-S HC03H 

RCT O 1C22B4-37-S, AB 103384-3fi-« 

ROT AM 543-37-1 ClC03Bu-i. AN 109-03-4 N-Hsthylnorpholin« 

PRO AL 92279-27-1 

SOL 109-99-9 THF 



START NEXT RBACTIOW SBOUBNCB 



^OBu-t J) 



RX<137) OF 173 COMPOSED OF REACTION SEQUENCE RX{2) . RX(17> 
AND REACTION SBQUBNCB RX(7), RX(13}. RX(17) 
. . .C ♦ F ■■■> O. . . 
... H -f y f O «»> AO 



0 f 



START NBXT REACTION SBQUBNCB 



1WS6I.7S4 



35W447 



1 



Robert Havlln 



AND REACTION SEQUBNCB RX(8) . BX(13), RX(18) 

...c ♦ F "-> a... 

... K 4^ AA + a — •> AQ 



Robert Havlin 



M* 0 O 



O 



START NEXT REACTION SEQUBNCB 



RX{3) RCT C S3787-46-9. F 1948-31-B 

ROT H 144-55-8 IMHCOI 

PRO O 103384-37-5 

SOL 7733-18-5 HaCvr. <7-S4-l 

RXC7} R(fr M 103204-23-6, Y 79-44-7 

PRO Z 103284-32-3 

SOL 110*86-1 Pyridine 

RX(13) RCT Z 103384-33-3 

ROT AF 7647-01-0 HCl 

PRO AH 103384-37-7 

RX(17) RCT O 10338427-5. AH 103384*37-7 

ROT AM 543-37-1 ClC03Bu-i, AN 109-03-4 N-MBthylmorpholins, AP 
10416-S9-8 Me3SiN:CHaOSiHe3 

PRO AO 92279-38-3 

SOL 109-99-9 THF 



RX(138) OP 173 COMPOSED OF RBACTION SBOUBNCB RX(3) . RXtlS) 



0 "'-j^NH 
^ H.-^° „M B 



O 



R9frmHav|ln 



Robert Havlln 



START NEXT REACTION SBQUENCB 



0 OBu-t r ]| 



RCT C 537S7-46-9, P 1948-31-8 

ROT H 144-SS>a MaHC03 

PRO O 103284-27-5 

SOL 7733-18-5 Hatar. C7-64-1 Me3CO 

RCT N 1022a'l-a«-«, AA 179S>4a-a 

ROT N 110-B6-1 Pyridine 

PRO AS 10aaB4-33-3 

SOL 88-12-3 DMF 

RCT AB 10a2«4-33»3 

ROT AF 7647-01-0 HCl 

PRO AX 102284-38-8 

RCT O 103284-27-$, AI 103284-38-8 

ROT AM 543-27-1 ClC02BU-i 

PRO AO 92279-23-3 



RX(139) OP 173 COMPOSED OP REACTION SEQUENCE RX(2), RX(19) 
AND REACTION 5B0UBKCB RX(9). RX(14}. RX(19) 



o 



RCT C 527e7-4«-9, P 1948-31-8 

ROT H 144-55-8 NaHC03 

PRO a 1023S4-27-5 

SOL 7732-18-5 Water, 67-64-1 Me2C0 

RCT Q 103364-39-7. U 103-71-9 

PRO AC 103384-34-4 

RCT AC 1022B4-34-4 

ROT AF 7647-01-0 HCl 

PRO AJ 102284-39-9 

RCT 0 L02284-37-5, AJ 102284-39-9 

ROT AM 543-27-1 ClC02Bu-i 

PRO AR 92279-30-6 



RX(147| OF 173 CCMPOSSD OF REACTION SBQUBNCB RX«) , RX(ll). RX(IC) 
AND RBACTION SBQUBHC8 RX(1), RX(3), RJt(lC) 



M * \J m,m> AB... 

F + AB — > AL 



Oj^ ^QBxi- 



O 



Robtrt Havlln 



356/447 



Rrt?ti1HjiYiln 



0 



START NEXT RBACTION SBQUBNCB 



II 



V 



RCT M 102284-28-6, U 103-71-9 

ROT N 110-86-1 pyridine 

PRO V 103384-31-1 

SOL 68-13-2 DMF 

RCT V 102284-31-1 

ROT AF 7647-01-0 HCl 

PRO AB 103284-36-6 

SOL 109-99-9 THP, 64-18-6 HC03H 

RCT A 1490-:5l, B 6066-82-6 

ROT O 121-44-8 Et3N 

PRO C Sa787-4«-» 

SOL 141-78-6 AeOBt 

RCT C 52787-46-9. F 1948-31-8 

ROT H 144-55-8 NaHC03 

PRO O 102284-27-5 

SOL 7733-18-S Hacer, 67-64-1 Me2CO 

RCT O 102284-27-5. AB 1023B4-3(i-6 

ROT AM 543-37-1 ClCOaSu-i, AN 109-03-4 N-Msthylmozpholine 

PRO AL 93279-27-1 

SOL 109-99-9 TKF 



10C(148) OF 173 COMPOSED OP REACTION SBQUENCB RX{7), RX(12), RX{17) 

AMD REACTION SBQUBNCB RX(1} , RX(2), RX(17) 
...M * y — .> AH... 
... A « B «- F « AK -»> AO 



b L o 



3S7/447 



Robert HavKn 



• bci 



START HBXT REACTION 5B0UENCB 



"V- 6-*^ 



SOL 110-86-1 Pyridln* 



3S8/447 



Robert Havlln 



RCT 
ROT 
PRO 



z io3as4-3a-a 

AF 7647-01-0 HCl 
AH 103384-37-7 



RCT A 1490-2S-1, fi 6066-S3-6 

ROT D 131-44-8 St3H 

PRO C 52787-46-9 

SOL 141-78-6 AcOBt 

RCT C Sa7B7-46-9, P 194B-31-0 

ROT K 144-55-8 MaHC03 

PRO O 103384-37-5 

SOL 7733-18-5 Mater. 67-64-1 Ma3CO 

RCT O 102a84>37-5. AH 103264-37-7 

ROT AM 543-37-1 ClCOafiu-i, AN 109-03-4 N-MsthylnorphQline, . AP 

10416-S9-8 Me38iH:CHeOSlMa3 

PRO AO 93279-28-2 

SOL 109-99-9 THF 



RX(149) OP 173 COMPOSED OP REACTION SEQUENCE RX(8), RX(13), RX{18) 

AND REACTION SEQUBNCB RX(1) , RX(2). RX(18) 
...M * AA — » AI... 
... A « a + F « AI — > AO 



• RCl 



O 

6^- 



START MBXT RBACTIOH SBWBHCB 



RX(7) RCT M 102384-2B>6, Y 79-44-7 

PRO Z 1033S4-3a<3 



RX(18) RCT O 102284-27-5. AI 102284-3B-S 
ROT AM 543-27-1 C1C03BU-1 
PRO AQ 93379-29-3 



RXdSO) OF 173 COMPOSED OF REACTION SBQUENCB RX(9) , RX<14) , RX(19} 

AND REACTION SSOUSHCB RX(1) , SX(al, RX(19) 
...Q *■ U AJ... 
. . . A •» B « F + AJ — > AR 



Robert HflvHn 




STEM 



O 



RCT M 1033B4-38-6. AA 179S-48-8 

ROT H 110-86-1 PyridiM 

PRO AB 103384-33-3 

SOL 68-13-2 DMF 

RCT AB 103384-33-3 

ROT AF 7647- Ol-O HCl 

PRO AI 103284-38-8 

RCT A 1490-25-1, B 6066-82-6 

ROT D 131-44-8 Bt3N 

PRO C 52787-46-9 

SOL 141-78-6 AcOBt 

RCT C 53787-46-9, ? 1948-31-8 

ROT H 144-55-8 NaHC03 

PRO G 103384-37-5 

SOL 7732-18-5 Hater. 67-64-1 Haaco 




• bci 



START HBXT RBACTIOH SBOUBHCB 



Kim 



• HCl 



10/561.754 



362/447 



Robtrt Havlln 



O 



RX(9) 

iaii4) 

RX(1) 



RCT 0 1032B4-29-7, U 103-71-9 

PRO AC 103384 04-4 

RCT AC 1033B4-34-4 

ROT AF 7647-01-0 RCl 

PRO AJ 102284-39-9 

RCT A 1490-25-1, B C06C>S2-6 

ROT D 121-44-0 St3H 

PRO C S2767>4C-9 

SOI. 141-7a-S AcOBt 

RCT C 53787-46-9. P 1948-31-8 

ROT H 144-55-8 NaHCOS 

PRO 0 103304-37-5 

SOL 7733-18-S Hatar, C7-84-1 Ma2CO 

RCT O 102384-37-5. AJ 10a384-39-9 

ROT AM 943>37-l C1003BU>i 

PRO AR 93379-30-6 



RX(1S4) OF 173 COMPOS8D OP RBACTXOM SEQUENCE RX(3) , RX(6), RXCll), RX(16) 

AND RBACTJOH 6BQUINCB RX(3} , RZ(16) 
...R It * U >■•> AB... 

... Q * 9 * mim> AL 



• hci 



START N8XT RKACTIOM SBQUBHCB 



i ■ 



• bci 



10/56I.7S4 



363/447 



Robert Havlln 10/561.754 



364/447 



Robert Havlln 



• aci 



RCT K 15761-39-4. I. 133-30-8 

ROT H 538-75-0 DCC 

PRO N 1033a4-38-C 

SOI, 109-99-9 THF 

RCT M 103304-38-6. U 103-71-9 

ROT H 110-86-1 Pyridine 

PRO V 1023B4-31-1 

SOL 60-13-a DKF 

RCT V 103384-31-1 

ROT AP 7847-01-0 KCl 

PRO AB 103284-36-6 

SOL 109-99-9 THF. 64-18-C H003H 

RCT C S2787-4S-9. F 1948-31-8 

ROT H 144-55-8 NaHC03 

PRO a 103284-37-5 

SOL 7732-18-5 Mater. 67-64-1 Me2CO 

RCT O 103384-37-5. AB lC3aa'l-36-6 

ROT AM S43-27-1 CIC03Bu-i. AN 109-02-4 N-Mathylnorpholina 

PRO AL 93379-27.1 

SOL 109-99-9 THF 



RX(1S5) OF 173 COMPOSED OF REACTION SEQUENCE RX(3), RX(7], RX(13). RX(17) 

AND REACTION SEQUENCE RX(2). RX(17) 
...K * L ■» y — » AH... 
... C * r * hll —> AO 



START NEXT REACTION SEQUENCE 



Q^^OBu-t 



O O 



• hci 



MO-"" ■-^'"'M.r^'y^'' 



RCT K 1576109-4. L 133-30-8 

ROT N 538-75-0 DCC 

PRO M 102384-28*6 

80L 109-99-9 THP 

RCT H 103284-38-6. Y 79-44-7 

PRO Z 103384-33-3 

SOL 110-86-1 Pyridine 

RCT Z 103284-33-3 

ROT AF 7647-01-0 acl 

PRO AH 103384-37-7 

RCT C £2787-46-9, P 1948-31-8 

ROT H 144-SS-8 N«UC03 

PRO O 103384-37-5 

SOL 7732-18-5 Water, 67-64-1 Me2CO 

RCT 0 102284-37-5, AH 10S294- 37--7 

ROT AM 543-37-1 cico2Bu-i, AN 109-03-4 N-Methylmorpholine. AP 

10416-59-8 Me3SiH:CMe08iMs3 

PRO AO 92a7?-2tl-i 

SOL 109-99-9 THP 



6'^ 



• HCl 



RX(156) OF 173 CONPOS8D OF RBACTION 5S QUENCH RX(3), RX(8). RX(13). RX(18) 

AMD RSACTIOH SBQUBNCB RX(3), RX(18) 
. . .K * L « AA »■> AI. . . 
... C * F > AX ---> AO 



START NBXT RBACTION SBQUBNCB 



RCT K 15761-39-4. L 133-30-8 

ROT N 538-7S-0 DCC 

PRO M 102384-38-6 

SOL 109-99-9 THP 

RCT M 103384-28-C, AA 179S-48-B 

ROT If 110-86-1 Pyridine 

PRO AB 1032B4-33-3 

SOL 68-13-3 DMF 

RCT AB 103384-33-3 

ROT AF 7647-01-0 HCl 

PRO AI 103384-38-8 

RCT C S3787-46-9. F 1948-31-8 

ROT H 144-55-8 NllHCOS 



PRO 0 103384-37-5 

SOL 7733-18-5 Watar, 67-64-1 Me 3 CO 

RXI18) RCT O 103384-37-5, AI 103384-38-8 

ROT AM 543-37-1 ClC03BU-i 

PRO AO S3379-39-3 



RX(1S7) OF 173 COMPOSED OF REACTION SEQUENCE RX(4) , RX(9) , RX(14}. RX(19} 

AND RBACTION SEQUENCE RX ( 3 ) , RX { 1 9 ) 
...K « P U -■■> AJ... 

. . . C 4- P -» AJ -»> AR 



H HN-'''''''^'^^ 



• bci 



.OBu-t OH 




#8C1 




RX(4) RCT K 15761-39-4. P 9S-SS-6 

ROT H 538-75-0 DCC 

PRO 0 103384-39-7 

SOL 109-99-9 THP 

RX(9) 



START NBXT RBACTION SBQUBNCB 



O O 
oA. TT-""- H0-^"%, 



RX(14) RCT AC 103384-34-4 

ROT AF 7647-01-0 HCl 

PRO AJ 103284-39-9 

RX(3) RCT C 52707-4C-5», P 1948-31-8 

ROT H 144-55-8 NaHC03 

PRO O 103384-37-5 

SOL 7733-18-5 Hater. 67-64-1 Me 3 CO 

RX(19) RCT O 103384-37-5. AJ 103284-39-9 

ROT AM 543-37-1 ClC03Bu-i 

PRO AR 93379-3C-6 



RX{161) OF 173 COMPOSED OF REACTION SEQUENCE RX(3). RX(6), RX(11}, RX(16) 

' AND REACTION SEQUENCE RX(1) , RX<3), RX(16) 

...K * L -» U »-> AB... 



10/^1.754 



3W/447 



Robert Havlln 10/561.754 



Robtrt Ha^Hn 



0 Ph 



#BC1 



START HBXT RBACTION SBQUBNCB 



BCT K 157«l-39-4, L 133-30-8 

ROT N S3B-75-0 DCC 

PRO M 1033S4-3S-S 

SOL 109-99-9 THF 

RCT M 10a3a4-36-«. U 103-71-9 

ROT M 110-Bfi-i Pyridine ' 

PRO V ioaas4-3i-i 

SOL C8-13-a DM7 

RCT V 103364-31-1 

ROT AP 7647-01-0 HCl 

PRO AB 102284-36-6 

SOL 109-99-9 THF. 64-18-6 HC02H 

RCT A 1490-25-1. B £066-82-6 

ROT D 131-44-8 Bt3N 

PRO C 5a767-46-» 

SOL 141-78-6 AcOBt 

RCT C S37B7-46-9, P 1948-31-8 

ROT H 144 -SS' 8 NftHC03 

PRO 0 103384-37-5 

SOL 7733-18-5 Water, 67-64-1 Me3CO 

RCT O 103384-27-5, AB 103364-36-6 

ROT AM S43>a7-1 clCOaBu-i. AN 109-0a>4 N-Mathyloorpboline 

PRO AL 93379-37-1 

SOL 109>99-9 THF 



RXUCa) or 173 COMPOSBD OF REACTION SBQUENCB RX{3). RX{7), RXda), RX(17) 

AND RBACTION SBQUBNCB RX(1), RX(a). RX(17) 
,..K ♦ L ♦ Y —> AH... 



#HC1 



YOBu-t 



START NBXT RBACTXOH SSOUBNCB 



RgfrfftHflYlIn 



RCT K 1S761-39-4, L ia3-)0>6 

ROT H 538-75-0 DCC 

PRO M 103384-38-6 

SOL 109-99-9 THF 

RX(7) RCT M 103384-38-6, Y 79-44-7 

PRO Z 103384-33-3 

SOL 110-86-1 Pyridine 

RX(13) RCT Z 102384-33-3 

ROT AF 7C47.01-0 HCl 

PRO AH 103384-37-7 

RXd) RCT A 1490-35-1, B 606fi-Ba-6 

ROT D iai-44-8 8t3N 

PRO C 53787-46-9 

SOL. 141-78-6 AcOEt 

RX<a) RCT C 53787-46-9. F 1948-31-B 

ROT H 144-55-8 NaHCOS 

PRO a 103384-37-5 

SOL 7733-18-S Mater, •7-e4-l Ne3C0 

RX(17} RCT O 103384-37-5, AH 103384-37-7 

ROT AM 543-37-1 ClC03Bu-i, AN 109-03-4 N-Metbyloiorpholine. 

' 10416-59-8 >ls3SiIlsCHttOSiMe3 

PRO AO 93379 -28 -a 

SOL 109-99-9 THF 



I 



RXdfiS) OF 173 COMPOSED OF RBACTION SBQUBNCB RX<3), RX(0), RX(13), RX(18) 

AND RBACTION SBQUBNCB RX(1). RX(a). RX(18) 
...K •» L 4> AA *«-> AI... 

... A + B ♦ F ♦ AI mmm> AO 



0 



START NEXT REACTION SSQUENCB 



373/447 



Robert HavHn 



Robert Havlln 



RX(a) RCT C 5a7e7-4«-9, F 1948*31-a 

ROT H 144-55'a NaHC03 

PRO O 103304*27-5 

SOX. 7733-18-5 Hater, 67-64-1 Me3C0 

RX(18). RCT O 1033a4-37-S. AI lC2;2840a-B 

ROT AM 543-37-1 ClC03Bu-i 

PRO AQ 93379-29-3 



0^ ^NHPr-l 



# HCl 



RX(164) OF 173 COMPOSED OF REACTION SgQUBNCB RX(4) , RX(»), RX(14), RX(19) 

AND REACTION SEQUENCE RX(1), RX(3), RX(19) 
. . .K * P * U .--> AJ. . . 



V 5 f-V*^" 




RXO) BCT K 15761-39-4. L 133-30-8 

ROT N 538-7S-0 DCC 

PRO M 10aa84-38>6 

SOL 109-99-9 THP 

RX<8) RCT M 103384-38-6, AA 1795-46-8 

ROT N 110-86-1 PyridlM 

PRO AB 103384-33-3 

SOL 68-13-3 DMP 

RX<13) RCT AB 103384-33-3 

ROT AF 7647-01-0 HCl 

PRO AI 103384-38-8 

RX{1) RCT A 1490-35-1. B 606C-83-6 

ROT D 131-44-8 Et3H 

PRO C 53787-46-9 

SOL 141-Ta-C AcOBt 



START NEXT REACTION SEQUENCE 



375/447 



Robert Havlln 




AUTRORCS) i 
CORPORATE I 



OOCUMBNT TYPE: 



cycloalkenones by using (38, 4S) -3- (anillnomethyl) •l• 
•thyl-4-hydroxypyrrolldine as chlral catalyst 
Suzuki, Koisuko; Ikegawa, Akihiko; Mukaiyama, Teruaki 
Pae. Sci., imiv. Tokyo. Tokyo, 113, Japan 
Bulletin of the Cbenioal Sooiety of Japan (19831, 
55(10), 3377-83 

OODBN: BCSJAB; ZSSNi 0009-3673 

Journal 

English 



Robert Havlin 



o 

M. 1 

O '"Y'-^^NH 




R— (CH2)n 
H\ r4 

*«s«*.^CH3MHPh 



RCT K 15761-39-4, P 95-SS-6 

ROT N 536-75-0 DCC 

PRO Q 103384-39-7 

SOL 109-99-9 THF 



RCT 
ROT 



AC 103384-34-4 
AF 7647-01-0 HCl 
AJ 103384-39-9 



Catalytic asym. addition of thiols 4- RC6K4 {CH3) nSH (R - H, Me, CI, MeO, Ms3C, n ■ 0; R - 
H, n - 1) to 3-cycloalkenones I (X * bond, CH2, CH3CH3, CMo3) to giv« II was studied by 
using the chiral amino ales. Ill (Rl . H, RS - Ph, cyclohexyl. 3,6-Ma3C6K3, 1-naphthyl, R3 
• Ma; Rl - R3 . H, R3 - Ph; Rl > H, R3 - Ph, R3 - Ma3C) IV (R4 • H. OH), and V derived 
from L-hydroxyproline or (8) -proline, as base catalysts. The effects of the structure of 
the catalyst, the reaction medium, the temperature, and the concentration on the 
enantioselectivity of the reaction was detemlned Oood optical yields (47-08%) were 
achieved by the reaction of arenethiola and 3-eyolohexen-l-me in toluene at -5*. by using 
the catalyst (38. 48) -a-anilinamethyl-l-ethyl-4-hydroxypyrrolldine. 



RCT A 1490-35-1. 8 6066-83-6 

ROT D 131-44-8 Bt3N 

PRO C 53787-46-9 

SOL 141-78-6 AeOBt 

RCT C S3767-46-9, F 1948-31-8 

ROT H 144-5S-S HaaC03 

PRO O 103384-37-5 

SOL 7733-18-5 Mater. 67-64-1 Me3CO 



RX(8) OF 16 



Ac o 



RCT G 103384-37-5. AJ 102284-39-9 
ROT AM 543 -37-1 ClC03Bu-i 
PRO AR 9327d-30-6 



L13 ANSMBR 16 OF 18 CASRBACT OOPYRIOHT 3007 ACS on STN 
ACCBS8I0H NUMBER: 98:143063 CASRSACT Full -text 

TITLE: The enant ioselect ive Michael addition of thiols to 



RX(8) RCT P 64030-43-9. B 108-34-7 

PRO 0 84646-41-3 



?77^447 



fiffDcrtHqvlln 



RX(14) OF Ifi COKPOSSD 07 RX(7), RX(B) 
RXI14) O * E —> Q 



^HBPh o 

STEPS 



10/561.754 



IU((3) OF 20S 



Robert Havlin 



kctf^ 



1W(7) RCT O 64030-43-B 

PRO P 64030-43'9 



IU<8) RCT P 64030-43>9, B 10a<a4-7 

PRO Q 64846-41-3 



IUC(2) RCT D V7»37-73-l, B 108-34-7 

PRO 7 77937-79-3 
CAT 110-««-l Pyridine 



RX{S9) OF 305 COKPOSSD OF RX(16). RX(3) 
RX(S9) AR * S -«» F 



LI 3 ANSWER 17 OP IS 
ACCB8SI0H NUMBER: 
TXTLB: 

AUTHOR <8) I 
CORPORAT8 SOURCSi 
SOURCBi 

DOCUN8NT TYPBi 



CASREACT COPYRIGHT 3007 ACS on STN 
97:71598 CASREACT Full-text 

Asynnietric ayntheaia baaed on chiral dlwinea having i 
pyrrolidine ring 
Mukaiyama, Teruaki 

Dep. Chea., Univ. Tolcjro, Tokyo, 113, Japan 
Tetrahedron (1981), 37(33), 4111-19 

CODEN: TBTRAB; ISSN: 0040*4030 

Journal 
Bngliah 



.1-. 



Ac^°^Ac 



Ac o 



OH 

^'■«-'^(CH3)sHa IV C02«a V 



The chiral diaminea I-III were used in the aayni. preparation of chiral aldehydea and 
aacondary alca. and in enantioa el active addition' reactiona ot thiol* with cyclohexenona. 
Treatment ot X with L1A1H4 in St20 at room tenparature for 1 h followed by addition of 
PhCOMe in BtSO at -100" gave 87% <S) - PhCH (OB) Ma . The preperation of the narine 
•ntibiotie. (-l-nalyngolide (XV). through reaction of I with MaOCH (OH) C03He to give the 
interaadiate V la elao reported. 



RCT AR 77937-77-0 

PRO O 77937-78-1 

RCT D 77937-78-1, E 101 

PRO F 77937-79-2 

CAT 110-86-1 Pyridine 



Lia ANSWER 18 OF 18 
ACCB6SXOH HUNBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIONBBCS) I 
SOURCE! 



DOCUMENT TYPB: 
LANOUAGE: 
FAMILY ACC. NUM. 
PATENT INFORMATI(»f: 

PATENT NO, 

D& 3649171 
JP S30SSS93 
JP S6030839 



COPYRIOHT 2007 ACS on STN 
88 1 7373 CASREACT Full7CeJtt 

Dipeptide derivativea and method for meaaurlng enzyme 
activity uaing theae derivativea 
Nagatflu, Toahiharu; Sakakibara, Shumpei 

Ajinomoto Co., Inc., 
Ger. OfCen., 35 pp. 



Patent 

Oerman 



KIND DATE 



19770518 
19770507 
19810515 



APPLICATION NO. 



DB 1976-3649171 
JP 1975-130809 



19761038 
19751030 



US 4119630 
SB 7613064 
NL 7613030 
FR 33a964< 
PR a329fi4< 
OB 1518307 
CA 1080316 
SU 7B6853 
US 4191808 
PRIORITY APPLN. I! 

OTMBR SOURCE (S) ; 



19781010 
19770S01 
19770503 
19770527 
19810710 
19780719 
19800634 
19801307 
19800304 



MARPAT 88:7373 



US 1976-733343 

SB 1976-13064 

NL 1976-13030 

FR 1976-33830 

OB 1976-45300 

CA 1976-3647S4 

SU 1976-3415363 

US 1978-897043 

JP 1975-130809 

US 1976-733343 



19761018 
19761039 
19761039 
19761039 

19761039 
19761029 
19761039 
19780417 
19751030 
19761018 



10/561 .754 



H-X-Pro-NHC6H4R-p (X; X - Oly, Ala. Aap. Olu, Lya. Arg; R - N03; X - Gly. R - N:NPh) and 
their HCl or toaylate aalta ware prepared aa enzyme aubatratea for the diagnoatio 
determination of enzymic activitiea in varioua diaeaaea. Thua, Z-Pr-OH (Z > PhCH302C) waa 
anidated with p-nitroaniline by P(0>C13 in TRF to give the anilide which waa Z- deblocked 
with HBr/HOAc and coupled to Z-Oly-OSu (Su - auccininido] to give Z-Gly-Pro-NHC6H4N03-p . 
The latcar waa Z- deblocked with HBr/HOAc to give I (X • Oly, R - ND3) (II) which waa 
treated with p-MeC6H4803H to give II toaylate (III). Ill was uaed aa a aubatrate for the 
determination of the enzymic activity of human aerum by the photometric determination of 
the reaulting p-nitroaniline. The enzymic activity of the aerum from patienta suffering 
from varioua diaeaaea (e.g.. hepatitis) was measured with XZ. 



FULL ESTIMATED COST 
DISCOUNT AMOUNTS (FOR OUALXFYINO ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILB 



TOTAL 
NTRY SBS8I0M 
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*> file reg 
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ENTRY 
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TOTAL 
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RX(3) OF 3 . . .C 4^ 0 »-> E 
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RX(2} RCT C 21037-63-4, D 2e99'60-? 

PRO B 60189-43-7 



-> FIL STHOUIDB 
COST IN U.S. DOLLARS 



8INCB PILB TOTAL 
BNTRY SESSION 
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chain nodes : 

1 3 a 9 10 11 14 IS 16 17 
ring node* t 

3 4 5 6 7 
ring/chain nodea : 
13 13 

chain bonda : 

1*4 1«3 1>12 3-a 8-9 a-10 10>11 13*13 13*14 14*1S 14-16 16-17 

ring bonda : 

3-4 3*7 4-S 5*6 C*7 

exact/norm bonda : 

1-4 1-3 1-13 3-4 3*7 3-8 4-5 5-6 6-7 8-9 6-10 10-11 13-13 13-14 14-15 
14-16 16-17 



Structure attributes must be viewed using STN Express query preparation. 



SAMPLE SEARCH INITIATED 09:04:39 FILE •REQISTRy 
SAMPLE SCREEN SEARCH COMPLETED - 33 TO ITERATE 

100.0% PROCBSSID 33 ITERATIONS 

SEARCH TIMS: 00.00.01 

FULL FIbB PROJECTIONS: ONLINE **COMPLETB** 
BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 173 TO 747 

PROJECTED ANSWERS: 4 TO 300 



1.14 



I L13 



L14 4 ANSWERS RBOISTRY OOPYRIOHT 3007 ACS on STN 

IN L-Prolinamide. (3R) -3-butyl*N-foniiyl-N-h/drcxy-P*alBnyl-N-3-pyridinyl- 
MF CIS H36 H4 04 



Absolute stereochemistry. 



Match level : 

1:CIAS8 3iCIA8S 3:Atom 4iAtOn StAtom 6:AtOai 7:Atom 6 
ll:AtOB 13:CLASS 13:CLASS 14:CLASS ISiCLASS 16:CI«A88 17 



CLASS 9:CIAS8 lOiCLASS 



LI 3 STRUCTURE UPLOADED 

• > d 

LI 3 HAS NO ANSWERS 
LI 3 STR 



•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 
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L14 4 ANSWERS RSOiaTRY COPYRXailT 3007 ACS on STN 

IN L-Prolinamide, (3R) -a-butyl-N-fonnyl-H- (phenylaethoxy) -p-alanyl-N- (4- 



nethoxy-a-pyridinyl)- (9CI) 
036 H34 N4 OS 



Absolute stereochenistry . 



RftfrtilHjiYtin 
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PqfrffrtHflYlIn 



j/'^-ca 
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Peptide deforaylase inhibitors as potent 
antimycobacterial agents 
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Duraiawamy, Jayara j ; Llung, Sarah; Dartoia, Veronique; 
Schreiber. Mark; Hasan, Samiul; Cynamon, Michael; 
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AneiBierobial Agents and Chemotherapy (3006), 50(11), 
3665-36'73 
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English 
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Reduced susceptibility of Kaemophilua Influenzae to 
the peptide defomylase inhibitor LBM415 can result 
from target protein overexpresaion due to amplified 
chromoBoraal def gene copy number 

Dean, Charlea R.; Narayan, Shubha; Richards, Joel; 
Daigle. Denia M.; Baterow, Stacy; Leeda , Jennifer A.; 
Kamp, Heather; Puyang, Xiaoling; Miedmann, Brigltte; 
Mueller. Dieter; Voahol. Hans; van Ooatrum, Jan; Hall. 
Daniel; Koehn, James; Ozink-Fox, JoAnn; Ryder. Neil S. 
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Research, Cambridge. MA, 03139. USA 

Antimicrobial Agents and Chemotherapy (3007), 51(3), 
1004-1010 

CODEN: AMACCQ; ISSN: 0066-4804 
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AB Previoua genetic anal, of Haemophilua influanxae revealed two neohaniama aaaociatad with 
decreased susceptibility to the novel peptide def ormylaae inhibitor LBH41S: AorAB-TolC- 
madiatad afflux and Fmt bypaaa, resulting from mutationa In the pump repressor gene aerR 
and in the fmt gene. resp. The authors have isolated an addnl. mutant, CDS33 (LBM41S MIC 
64 pg/mL vs. 4 Mg/nL against the parent strain NB6S044} that lacka mutationa in the acrR 
or fmt structural genea or in the gene encoding Def, the intracellular target of L6H415. 
Heatem immunoblot anal., t«ro-dimenaional gel electrophoresis, and tryptic digestion 
combined with mass spectrometric identification showed that the Def protein was highly 
ovarexprasaad in the mutant strain. Consistent with this, real-tlna reverse 
transcript ioa-PCR revealed a significant increase in def tranaeript titer. No mutaticma 
were found in the region upstream of def that might account for altered expression; 
however, pulsed- field gel electrophoresis suggested that a genetic rearrangement of the 
region containing def had occurred. Using a combination of PCR, sequencing, and Southern 
blot analyses. It was determined that the def gene had undergone copy number 
amplification, explaining the high level of target protein expression. Inactivation of the 
AcrAB-Tolc efflux pump in this mutant increased susceptibility 16-fold, highlighting the 
role of efflux in exacerbating the overall reduced auacaptibility resulting from target 
overexpression . 

IT 473913-91-C, LBM415 

RLi BSU (Blelogieal study, unelaaaif lad) ; PAC (Pharmacological aotivlty); 
BIOL (Biological study) 

(reduced susceptibility of Haemophilus influenzae to peptide 
deformylase inhibitor LBM41S can result from tsrget protein 
overexpression due to amplified chremoaesMl def gene copy number) 

RN 478913-91-6 HCAPLUS 

CN L-Prolinamide, (3R) -3-butyl-N>formyl-H-hydroxy-P-alanyl-N- {S>fluore-x- 
oxido-3-pyridinyl) - (9CI) (CA INDEX HAMS) 
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AB LBM41S is a peptide deformylaae inhibitor active againat gram-pos. bacterial apeciea and 
■one gran-neg. specie*. In multiaeleetion studies, LBM415 had low MICs againat all 
Streptococcus pneumoniae strains tested, regardless of their genotype, and selected 
realatant clonea after 14 to 50 days. MIC increases correlated with changes noatly in the 
70OXOXAAXQ77 motif in peptide deformylaae. The poatant ibietio effect of LBM415 ranged 
from 0.3 to 1.4 h. 
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Journal 
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AB A facile and a practical syntheais of I, an intermediate for a peptide -de foxmylase 
inhibitor, is described using an aeld-eatalyzed aminolyais of a P-lactam with a 
pyrrolidine derivative as the key transformation. In addition, simplified conditions for 
the conversion of a P- hydroxy acid to a P- lactam are reported. 
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AB The invention relates to novel N-formyl hydroxylamlne conpds. I (Rl la H, alkyl, 

heteroalkyl, heterocycloalkyl , aryl , or heteroaryl; R3 la H, halo, or alkoxy; R4 la aryl 
or heteroaryl; n la 0-3) or their salta or prodruga that Inhibit peptldyl deformylaae 
(PDF), an enxyme preaent in prokaryotes, and are uaeful aa antimicrobial* and antibiotics. 
Bxamplea deacribe ayntheaes of title compds. and intermediatea. e.g., for the preparation 
of I (n > 1. Rl - eyclopentyl. R3 >s H. R4 - S- f luoro-H-oxido-3-pyridyl) . Compds. of the 
invention ware assayed for inhibition of PDF and for antimicrobial activity (e.g., min. 
inhibitory concns. .apprx. 0.35-33 Mg/iaL against H. inf luensa) . 
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[[formyl(phenylmethoxy) amino] methyl] -l-oxohexyl}-, (38, 4R)- (CA INDEX 
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Teo. Jeanette W. P.; Thayalan, Pamela; Beer, David; 
Yap. Amelia S. L.; Manjundappa, Kaheah; Ngew. Xinyi; 
Duraiawany, Jeyaraj; Liung. Sarah; Oartoia. Vareniqua: 
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3665-3673 

CODEN: AMACCQ: ISSN: 0066-4604 

American Society Cor Microbiology 
Journal 
Bngliah 

Peptide dafornylaaa (PDF) catalyxaa the hydrolytic removal of the N^teninal forayl group 
from naacent proteina. Thia ia an aaaential atep in bacterial protein aynthaaia. making 
PDF an attractive target for antibacterial drug development. Baaentiality of the def 
gene, encoding PDF from Mycobacterium tuberculoaia. waa demonatrated through genetic 
knockout expta. with Mycobacterium bovia BCO. PDF from M. tuberculoaia strain H37Rv waa 
cloned, expreaaed, and purified aa an N-terminal hiatidine- tagged recombinant protein in 
Baeherichia coli. A novel claaa of PDF inhibitora (PDF- I), the N-alkyl urea hydroxamic 
acida, ware ayntheaized and evaluated for their activitiea againat the M. tuberculoaia PDF 
ensyme aa well aa their antimycobacterial effacta. Several conpda. from the new claaa had 
50% inhibitory concentration (IC50} valuea of <100 nM. Some of the PDF- I diaplayed 
antibacterial activity againat M. tuberculoaia. including MDR atraina with MZCtO valuea of 
<1 MM. Pharmacokinetic atudiea of potential laada ahowed that the eompda. ware orally 
bloavelleble. Spontaneoua reaiatanca towarda theae inhibitora aroae at a frequency of 
£5*10-7 in M. bovia BCO. DNA aequence anal, of aeveral apontaneoua PD7-I -raaiatant 
mutant a revealed that half of the mutanta had acquired point mutationa in their formyl 
methyltranaferaae gene (fmt), which formylated Met-tRNA. The reaulta from thia atudy 
validate M. tuberculoaia PDF aa a drug target and auggeat that thia claaa of compda. have 
the potential to be developed aa novel antimycobacterial agenta. 
47B913-45-7, LBK-611 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetica) ; THU 
(Therapeutic uaa) ; BIOL (Biological atudy) ; USB8 (Uaea) 

(PDF*C11; peptide dafoznylaae inhibitora aa antinycobacterial agenta) 
478913-45-7 HCAPLUS 

L-Prolinamlde, (3R) -3-butyl-N-fortiiyl-M-bydroxy-p-alanyl-N-3-pyridiayl- 
(CA INDEX NAME) 
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IT 476912-97-?), PDF 709 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetica); THU 
(Therapeutic uae) ; BIOL (Biological atudy) ; USES (Uaea) 

(peptide deformyleae inhibitora aa antimycobacterial agenta) 

RN 478913-97-9 HCAPLUS 

CN L-Prollnamide, OR) -3-butyl-N-f ormyl-N-hydroxy-p-alanyl-N- (4-ethyl-3- 
pyridinyl)- (9CI) (CA INDEX NAME) 

Abaoluta atareoehaniatry. 




againat 33 H. parainf luenzae atraina were almilar to thoae againat H. influenzae. Tine- 
kill atudiea with 10 Haemophilua atraina ahowed LBM415 to be bactericidal at 2 4^ the MIC 
againat 8 of 10 atraina after 34 h. For compariaon, the macrolidea and P-lactama were 
bactericidal againat B to 10 atraina each at 3 ♦ the MIC after 34 h. Quinelonea ware 
bactericidal againat all 10 atraina teatad at 3 + th« MIC after 34 h. Againat aix H. 
influenzae atraina, poet antibiotic effecta for LBM415 laated between 0.8 and 3.3 h. In 
nulti*atep reaiatanca aeleotlon atudiea, L6M415 produced reaiatant olonaa in 7 of the 10 
atraina teated, with MICa ranging from 4 to 84 vg/mL. No mutationa in deformylaaa (def) 
and formyltranafaraae (fnt) genea were detected in any of the LBM415-reaiatant nutanta. 
476913-91-6. LBM41S 

RLi BSU (Biological atudy, unelaaaif lad) BIOL (Biological atudy) 
(activity of LBM415 compared to other agenta againat Haemophilua 
apeclea) 

478913-91-6 HCAPLUS 

L^Prolinamide, (3R) -2 -butyl -N- formyl -N- hydroxy-p-alanyl-N-(S-fluoro-l- 
oxido-3-pyrldinyl)- (9CI) (CA INDEX NAME) 
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HCAPLUS COPYRIGHT 3007 ACS on STN 
3006:681031 HCAPLUS Full -text 
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Activity of LBM415 compared to thoae of 11 other 
agenta againat Haemophilua apeclea 
Bogdanovich, Tatiana; Smith. Kathy A. ; Clark. 
Catharine; Pankuch, Glenn A.; Lin, Oengrong: McOhee, 
Pamela; Dewaaae. Bonifacio; Appalbaun, Peter C. 
Hershey Medical Center, Herahey. PA. 17033, USA 
Antimicrobial Agenta and Chemotherapy (3008), 50(7), 
3333-2339 

CODEN: AMACCQ; ISSN: 0066-4 804 
American Society for Microbiology 
Journal 

ilAOB: Bngliah 
When teated againat 3S4 Haemophilua Influenzae atraina, LBM415, a peptide defonaylaae 
inhibitor, gave MIC50 end MIC90 valuea of 3.0 Mg/mL and 8.0 (ig/mL, reap. The MICa were 
independent of P-lactam or quinolone auaceptibility and the presence or absence of 
macrolide efflux or riboaomal protein mutationa. The MICa of LBM41S againat 33 H. 
parainf luenzae atraina were similar to those againat H. influenzae. In contrast, 
erythromycin, azithromycin, and clarithromycin gave unimodal MIC distributions, and apart 
from P-lnctamase-neg . , ampicill in- resistant atraina, all atraina were susceptible to the 
P-lactams tested. Apart from selected quinolone- resistant strains, all strains were 
auaceptible to ciprofloxacin, levof loxacin, gatif loxacin, moxif loxacin. and gemif loxacin. 
Reaiatanca to trimethoprim- aul fame thoxazol a waa common. The potenciea of all drug a 
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Proteoraic atudy of peptide deformyleae inhibition in 
Streptococcua pneumoniae and Staphylococcua aureua 
Mang, Hen; White, Richard; Yuan. Zhengyu 
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Peptide deformyleae (PDF) ia an aaaential enzyme in both gram-nag. and gram-poa. bacteria. 
It hydrolyzes formylated N-terminal peptidea to generate free N-tenainal peptidea during 
the process of protein maturation. Inhibition of thia enzyme reaulta in ceaaation of 
bacterial growth. He hav« examined the effect of a potent PDF inhibitor, LBM-41S (alao 
known aa VIC- 104959), on the proteomea of Staphylococcua aureua and Streptococcua 
pneumoniae using two-dimensional electrophoresis. Both S. aureus and 8. pneumoniae ahowed 
accumulation of many N-terminal formylated peptides/proteins upon PDF inhibition. In 8. 
pneumoniae, formylated peptide/protein accumulation was time dependent. Following 
inhibition, aubsequent removal of the inhibitor reaulted in deformyletlon of formylated 
peptidea/protaina; thia recovery proceaa waa alao time dependent. If inatead the 
Inhibited oella were maintained in the preaenoe of aub-Hic levela of the PDF inhibitor, 
the formylated peptidea/protaina remeined for a much longer time, which correlated with a 
prolonged poatantibiotic effect in vitro. Theae obaervatione may have broader 
implicationa for the application of thia claaa of antibiotica in vivo. 
4?B913->91-6, LBH-41S 
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BSU (Biological study, unclaaaified) ; BIOL (Biological aCudy) 
(PDF inhibitor; proteomic study of peptide deformylaae inhibition ii 
Streptococcua pneumoniae and Staphylococcua aureus) 
470913-91 -« HCAPLUS 

L-Prolinamide. (2R) -3-butyl-N-forinyl-N-hydroxy-p-alanyl-N- (5-fluoro-l- 
oxido-a-pyridinyD- (»CI) (CA INDEX KAMB) 
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clin. practice. This isolate remained susceptible to all other antimlcrobiala tested 
except for penicillin. With few differences detected among strains from various geog . 
regions, the 1st PDFI class agent to enter clin. development has consistently demonstrated 
a broad spectrum of activity against conuaonly isolated pathogens associated with 
uncomplicated respiratory and cutaneous infections. These compda. represent a significant 
therapeutic advance owing to thair novel mechanism of action and antibacterial spaotrum, 
ineluding activity against raaiatant organiama, ahould pharmacokinetic and pharmacodynamic 
parameters support their continued development. Given the detection of a pre -existing 
PDFI- resistant isolate of S. aureus as demonstrated here, surveillance for resistance 
among the PDFI -targeted pathogens following introduction of this class of agent into clin. 
usage will be an important component of future studies. 
47S313-91-6. LBM415 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(antibiotic activity of peptide deformylase inhibitor LBM415 against 

respiratory tract rad cutaneous infection pathogens) 
47fl913-91-« HCKPLUS 

L-Prolinamide, (3R) -2-butyl-N-Cormyl-N-hydroxyP-alanyl-N- (S-fluoro-l- 
oxido-2-pyridinyl)- (9Ct) (CA XNDgX NAMS) 
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Antimicrobial activity of a novel peptide deformylase 
inhibitor, LBM41S, tested against respiratory tract 
and cutaneous infection pathogens: a global 
surveillance report (2003 '3004) 

Hatters, Amy A.; Jones, Ronald H. ; Leeds, Jennifer A.; 
Denys. Oerald; Sader, Hello 8.; Fritsche, Thomas R. 
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Journal of Antimicrobial Chemotherapy (2006). 57(5), 

914-933 

CODEN: JACHDX; ISSN: 03 05 -74 S3 
Oxford University Press 
Journal 
English 

To evaluate the spectrum of activity and potency of LBM415, the 1st of the peptide 
deformylase inhibitor (PDFI) claaa to be developed for treatment of community-acquired 
respiratory tract infoetions and uncomplicated sicin and soft tissue infections (uSSTI). 
against a large, contemporary international collection of targeted pathogens collected 
during 3003-3004. A total of 31 636 Isolates were tested by reference broth microdilution 
methods as part of a longitudinal international antimicrobial resistance surveillance 
study. Characteristics of the organism collection included resistance to oxacillin among 
35.0% of Staphylococcus aureus and 76.0% of coagulase-neg . staphylococci (CoNS) ; 
resistance to penicillin (MIC 2 3 mg/L) among ia.0% of Streptococcus pneumoniae; 
vancomycin resistance among 30.0% of Enterococcus spp. and ampicillin resistance among 
33.0% of Haemophilus influenzae. LBM41S displayed potent activity against staphylococci, 
streptococci, Enterococcus faeciiim and Moraxella catarrhalis, with 299.0% of strains being 
inhibited at <A mg/L; 97.0% of Enterococcus Cecalia isolates and 92.0% of H. influenzae 
isolataa were also inhibited at this concentration Seventy- seven % of Bur)cbolderia 
cepacia and 82.0% of Stenotrophomonas maltophilia were inhibited at SB mg/L. No 
differences in LBH415 activity against S. aureus. CoHS. S. pneunuiiiae, Enterococcus spp. 
and M. influenzae were detected for subsets susceptible or resistant to antimicrobials 
such as oxacillin, penicillin, ampicillin, macrolides, vancomycin and fluoroquinolones. 
While regional differences were apparent with some comparator agents, sensitivity to 
LBM41S did not vary significantly among strains from the various geog. areas sampled. One 
isolate of S. aureus displayed high-level resistance to LBM41S owing to multiple sequence 
changes in resistance phenotype genes (defB and fmt), despite the absence -of the compound 
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SOURCE: Biochemical Pharmacology (3006). 71(7). »19<»2» 
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TYPE: Journal; General Review 

I English 
A review. Natural products have played a pivotal role in antibiotic drug discovery with 
most antibacterial drugs being derived from a natural product or natural product lead. 
However, the rapid onset of resistance to most antibacterial drugs diminishes their 
effectiveness considerably and necessitates a constant supply of new antibiotiea for 
effective treatment of infections. The natural product templates of actinonin, 
pleuromutilin, ramoplanln and tiacumicln B, which are compds. undergoing clin. evaluation, 
represent templates not found in currently marketed antibacterial drugs. In addition, the 
new templates present in the recently discovered lead antlbacterials arylomycin, 0Ba3077, 
mannopeptimycin, rouraymycin/caprazamycln. nocathiacin and ECO*0S01, are discussed. 
Despite extensive efforts to identify antibiotic leads from mel . targets, only the peptide 
defomylase Inhibitor LBM-415 is currently in clin. trials. It is proposed that new 
antibacterial assays tdiich combine cell-based screening with mol. targeta could offer 
better prospects for lead discovery. 
478913-91-6, LBN 415 
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The invention provides methods and compns. for incraaaing the susceptibility of peptide 
deformylase inhibitors againat Oram-neg. organisms by using efflux pump inhibitors. 
Related methods for the treatment of Oram-neg. bacterial infections are also provided. 
478912-45-7, LBK 611 478913-91-6 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(method for increasing the susceptibility of peptide deformylase 

Inhibitors by using efflux pump inhibitors) 
478912-45-7 HCAPLUS 

L-Prolinamide. (2R} -3-butyl-N-formyl-N-hydroxy-|)-alanyl-N-2-pyridinyl- 
(CA INDEX NAME) 
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AB MycoplttMua pneumoniae is a major cause of community -acquired pneumonia. He evaluated the 
efficacy of LBM415, a novel peptide defomytaae inhibitor antimicrobial agent, for the 
treatment of M. pneumoniae pneumonia in a mouse model. Bight -week- old BALB/c mice vere 
intranaaally inoculated once with 107 CFU of H. pneumoniae. Groups of mice were treated 
with LBM41S (50 mg/kg of body weight) or placebo a.c. daily for 13 days, starting 34 h 
after inoculation. Groups of mice were evaluated at the baaeline; at days of treatment 1, 
3, 6, and 13; and at 7 days after treatment. The MIC of LBM415 against M. pneumoniae was 
<0.005 ng/mlj. LBM4 15 -treated mice had significantly lower bronchoalveolar lavage fluid M. 
pneumoniae concns . than placebo- treated mice on days ( and 13 of treatment. Compared with 
placebo treatment, therapy with LBM41S significantly decreased lung histopathol. scores at 
days 3, 6, and 13 of treatment and at 7 days after treatment. Airway obstruction was 
significantly lower in LBM4 15- treated mice than in placebo-treated mice on days 1, 3, and 
C of treatment and after 7 days of therapy, while airway hyperreaponeiveneae waa 
significantly lower only on day 3 of therapy. The bronchoalveolar lavage fluid concna. of 
tumor necrosis factor alpha, gamma interferon (IFN-y), interleukin-6 (IL-6), IL-12, KC 
(functional IL-e) , monocyte chemotactic protein 1. macrophage inf lansnatory protein let, 
monokine induced by im-y. and IFN- inducible protein 10 were significantly reduced in 
LBM415-tr«atad mice compared with tba levels in placebo -treat ad mice. There wmre no 
diffarancea in tha bronchoalveolar lavage fluid concna. of granulocyta>macraphage colony- 
atimulating factor. IL-iP, IL-3, IL-4, IL-5, and IL-10 between the two groupa of mice. 
LBM41S therapy had beneficial microbiol., hiatol.. respiratory, and Immunol, af facta on 
acute murine H. pneumoniae pneumonia. 
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10/S6I.7S4 



402/447 



Abaoluta ateraochamiatry. 



PUBLISHER: 
DOCUMENT TYPE: 



CORPORATE SOURCE: Novartifl Institutes for Biomedical Research, Inc.. 

Cambridge, MA, 03139, USA 
SOURCE: Antimicrobial Agents and Chemotherapy (200$), 49(8), 

3129-313S 

CODEN: AMACCQ: ISSN: 006«-4a04 
American Society for Microbiology 
Journal 
Engliah 

Haemophilua Influenzae isolates vary widely in their suscepcibilitiea to the peptide 
defermylaae inhibitor LBM415 (MIC range, 0.06 to 33 ^g/mL) ; however, on average, they are 
lesa suaceptible than gram-poa. organisms, such as Staphylococcus aureus and Streptococcus 
pneumoniae. Insert ional inactivation of the H. influenzae acrB or tolC gene in strain 
NBSS044 (Rd strain KH20) increased susceptibility to LBM415, confirming a role for the 
AcrAB-TolC pump in determining resistance. Consistent with this, sequencing of a PCR 
fragment generated with primers rian)iing the acrRA region from an LBM4l5-hyperauscept ible 
H. influenzae clin. isolate revealed a genetic deletion of acrA. Inactivation of acrB or 
tolC in several clin. isolates with atypically reduced susceptibility to LBH41S <MIC of 16 
Mg/mL or greater) significantly increased susceptibility, confirming that the pump is also 
a determinant of decreaaed susceptibility in these clin. isolates. Examination of acrR, 
encoding tha putative repreaaor of pump gene expreaaion, from aaveral of these straina 
revealed nutations introducing franeshifta. atop codons, and amino acid changes relative 
to the publiahed sequence, suggesting that loss of pump repreaaion leads to decreased 
susceptibility. Supporting this, 'NBC9044 acrR mutants selected by expoaura to LMB415 at 8 
Mg/mL had ausceptibilities to LBM415 and other pump aubstratea comparable to the least 
sensitive clin. isolates and showed increased expression of pump genes. 
473912-45-7, LBK 611 

RL: 8SU (Biological study, unclassified); BIOL (Biological study) 

(AcrR is repressor of AcrAB expression, and mutations in acrR are 
related to susceptibility to LBM415) 
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Dean, Charles R.j Narayan, Shubha; Daigla, Dania M. ; 
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the Bactaroidea fragilis group 

Snydman. David R. ; Jacobus, Hilda V.; NcOemott, Laura 
A. 

Tufts-New England Medical Center, Boston, MA, 02111. 



Journal of Antimicrobial Chemotherapy (2005), 55(6), 
1034-1038 

CODSNi JACHDXt XSSNi 0305-7453 
Oxford University Press 

Journal 
Engliah 

AB Objectives: To compare the in vitro activity of NVP-LKB415 (formerly referred to as HVP- 
PDF 713) with that of Other agents with anti-anaerobe activity against clin. anaerobic 
iaolatea. with emphasia on tha Bactaroidea fragilis group. The MiCs for 405 B. fragilis 
group and 103 Oram-pos. anaerobic iaolatea were determined uaing NCCLS- recommended 
procaduraa. Tha activity of HVP-LMB419 waa compared with that of cefoxitin, clindamycin. 
Imipenam, garenoxacin. linezelid, moxifloxacin and tigacyclina. Vancomycin was included 
in the evaluation of the Oram-poa. organiams. NVP-LMB41S showed excellent in vitro 
activity against all tha speciaa of tha B. fragilis group Isolataa (MIC range i 0.03-0.5 
mg/L and MIC90 0.5 mg/L) . NVP-LMB415 was active againat B. fragilis group strains 
resistant to P-lactaaa, qulnolones or olindanyein, and the MICs were much lower than thoaa 
of newer agenta auch as linezolid, tigecycline and garenoxacin. The MICs of NVP-LMB41S (S: 
4 mg/L) for Clostridium species were higher than the MICs for other anaerobes. Given the 
frequency of isolation of anaerobic bacteria and their increasing resistance to all 
classes of antibiotics, NVP-LMB415 la an ideal agent for potentiel use against mixed 
infections caused by resistant anaerobic pathogens such aa of B. fragilis and Gram-pos. 
aerobic strains such as methicillin-resistant staphylococci, atraptoeoeei and enterocooei. 

IT 479913- 91-6, NVP-PDF 713 

RL: BSU (Biological study, unclaasif led) ; DMA (Drug neehanism'of action); 
THU (Therapeutic use); BIOL (Biological study); USES (Uaea) 

(Evaluation of the in vitro activity of NVP-LHB415 egainet clin. 
anaerobic isolates with emphaaia on the Bactaroidea fragilia group) 

RN 478913-91-6 HCAPLUS 

CN L-Prollnamide, (3R) -a-butyl-N-formyl-N-hydroxy-P-alanyl-N- (S-fluero-1- 
oxido-a-pyrldinyl)- (9CI) (CA INDEX NAME) 
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Bacterial peptide deformylase inhibitors: A new class 
of antibacterial agents 

Jain, R.; Chen, D.; White, R. J.; Petal, D. V.; Yuan, 
Z. 

Viouron Pharmaceuticals, Fremont, CA. 94S55, USA 
Current Medicinal Chemistry (2005). 13(14), 1607-1631 
CODEN: CMCHB7; ISSN: 0939-8673 
Bentham science Publishers Ltd. 
Journal; General Review 
Engliah 

Peptide deformylase (PDF) is a prokaryotic metalloenzyme that is eaaential for 



bacterial groKfth but is not required by mammalian cells. Thus, It represents a selective 
and promising target for the development of new antibacterial agents. Since deformylase 
inhibitors have yet to be used clin. as antibacterial drugs, compda . targeting this enzyme 
should avoid cross- resistance with currently used antibacterial agents. The PDF enzyme is 
a ferrous ion -containing metal lohydrolase , but a nlc)cel -containing surrogate is routinely 
used in the laboratory for testing inhibitors due to its better stability. Enzymes from 
several bacterial species have been cloned and both their three-dimensional structures and 
M-cryatal atructurea with bound inhibitor have been determined Aa a metallo enzyme, PDF 
lends itself to the well-preoedented mechaniam-based rational drug daalgn approach. Using 
structural and meebanistio information together with high throughput acraening, aeveral 
types of potent POP inhibitors have been identified. PDF inhibitora identified to date 
share a common structural feature of a "chelator 4^ peptidomlmetic* scaffold. Although 
compds. with many different chelators inhibit the cell free enzyme, only compds . 
containing hydroxamic acid or N-formyl hydroxylamine exhibit appreciable antibacterial 
activity. Several lead inhibitora have demonatrated in vivo efficecy end an excellent 
aafaty profile. Two PDF inhibitora, VIC-10495* (LBH415) and BB-8369a, have progressed to 
Phase I clin. triels. In this review, different PDF inhibitors are compared and their 
blol. activities are discussed. Structure-activity relationahipa have been establishad 
and the implications of this work in the design of future PDF inhibitora are eonaiderad. 

IT 473913-91-6. VIC 104959 

RL: PAC (Pharmacological activity) t, THU (Therepeutic use); BIOL 
(Biological study) ; USES (Uses) 

(bacterial peptide deformylase inhibitora aa a new elaas of 
antibacterial agents) 

RN 47B913-91-6 HCAPLUS 

CN L-Prolinamida, (3R) -3-butyl-N-forayl-N-hydroxy-P-alanyl-N- (5-fluoro-l- 
oxide-3-pyridlnyl}- (9CI) (CA INDEX NAME) 
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Comparative in vitro activitiea of inveatigational 
peptide deformylase inhibitor NVP LBM-415 and other 
agent* againat human mycoplaamaa and ureaplaemae 
Haitea. Ken B.; Reddy. Nipun B. ; Crabb, Donna M. ; 
Duffy, Lynn B. 

Department of Pathology. Univereicy of Alabana at 

Birmingham, Bintiingham, AL. 35349, USA 
Antimicrobial Agents and Chemotherapy (3005). 49(6), 
2541-3543 

CODSN: AMACCQ; ISSN: 0066-4604 
American Society for Micr^iology 
Journal 
English 

AB Peptide deformylaee inhibitor LBM-415 and seven other drugs were tested against Mycoplasma 
pneumoniae (100 leolatea) , Hyeoplasnia hominis (30 isoletea) , Mycoplasma fermentans (10 
Isolates) , and Ureaplaama species (50 isolates) . LBM-41S was active against M. pneumoniae 
(MICa, £0.000 \ig/mL) . It ahowed no activity againat M. hominis and N. fermentans and 
modest activity against Ureaplaama spp. 

IT 4-Ja913-91-6, LBM-415 

RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(comparative in vitro activities of investigational peptide deformylase 
inhibitor NVP LBM-415 and other agents against human mycoplasmas and 
ureaplasmas) 
RN 47691 3 -91-6 HCAPLUS 

CN L-Prolinamlde, OR) 'a-butyl-N^Cormyl-N-hydroxy-P-alanyl-N- (5-fIuoro-l- 
oxido-3-pyridinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Departments of Pathology and Laboratory Medicine, 
University of Pennsylvania School of Medicine, 
Philadelphia, PA, 19104-4383. USA 

Antimicrobial Agent* and Chemotherapy (2005), 49(6), 
3533-3535 

CODEN: AMACCQ; ISSN: 0066-4S04 
American Society for Microbiology 
Journal 
Bnglish 

AB LBM41S activity against extracellular and intracellular L. pneumophila was studied. The 

LBM415 MIC50 for 20 Legionella sp. Strains waa 4 Mg/nL. vs. 0.06. 0.35. and S 0.03 Mg/mL 
for aiithromyein, erythromyein, and levofloxacin. resp. LBM415 {0.5 and IC pg/raL) 
reversibly prevented intracellular growth of 3 L. pneumophila straina and was less active 

than erythromycin. 
IT 47S913-$l-&, LBM415 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(in vitro and intracellular activities of LBM41S against Legionella 
pneumophila) 
RN 478913-91-6 HCAPLUS 

CN L-Prolinamide. (2R) -3 -butyl -N- formyl-N- hydroxy •^-alanyl-N- (S-fluoro-1- 
OXido-3-pyridinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L8M-41S: Antibacterial peptide deformylese inhibitor 
Helntyre. J. A.; Caataner, J.; Martin, L. 
i Proua Science, Barcelona, 08080, Spain 

Drugs of the Future (3005), 30(1), 33-36 
C«1BN: DRFUD4; ISSN: 0377-a363 
Prous Science 
Journal; General Review 
Bnglish 

A review. Resistance among bacterial pathogens has necessitated the search for novel 
targets in antimicrobial reaearch. The peptide deformylase inhibitors are a novel and 
unique class of antimicrobial ogents in development for the treatment of respiratory tract 
and skin infections. LBM-41S is the first such compound to enter clin. development. Its 
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activity haa been widely evaluated in preclin. studies against multiple pethogens, 
including drug- resistant strains. In vitro studies using recent din. isolates have 
demonstrated potent activity against streptococcal and staphylococcal strains responsible 
for community-acquired reapiratory tract infections and sJcin infections. LBM-415 is also 
active against medically important group* of drug -resistant pathogens, including 
methlcillln-resistant Staphylococcus aureus (MR5A) , penicillin- resistant Streptococcus 
pneuffloniee, vancomycin-reeiatant enterococci and clarithromycin-reeistent Helicobacter 
pylori. The efficacy of LBM-415 has been demonstrated in mouse models of infection, where 
it waa active against Mycoplasma pneumoniae- Induced pneumonia, and had comparable ef fleecy 
to linezolid and vancomycin against systemic MRSA and methiclllln-susceptlble S. aureus 
(NSSA) . Pharmaco)clnetlc studies, including single- and multiple-dose studies in humans, 
demonstrated linear )cinetice. with rapid abaorption of LBK-415 and no evidence of 
Bccumulatlon. The compound is advancing to phaee II/III clin. trials. 
478913-91-6, LBM 415 

RLj PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(peptide deformylase inhibitor LBM-41S was active against 

drug -res latent pathogens, was effective in mouse models of infection 

and had linear )(inetics with rapid alftsorption and no evidence of 

eecumulation in human) 
47S913-91-6 HCAPLUS 

L-Prolinamida, {2R) -3 -butyl -N- f ormyl-N-hydroxy-P-alanyl-N- (5-f luoro-l- 
Oxldo-3-pyridinyl)- (9CI) (CA INDEX NAMB) 
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Comparative antimicrobial characterization of LBH415 
(NVP PDF-713), a new peptide deformylase inhibitor of 
clinical importance 

Fritsche, Thomaa R. ; Seder. Hello S.; Cleelend. Roy; 
Jones, Ronald N. 

The JONES oreup/JMI Loboretoriee, North Liberty. lA, 
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Antimicrobiel Agents and Chemotherapy (3005). 49(4). 
146B-1476 

CODEN: AMACCO; ISSN: 0066-4804 
American Society for Micr^iology 
Journal 
Bnglish 




AB LBM415 (NVP PDF-713) (I) is the first member of the peptide deformylaae (PDF) inhibitor 
class being developed for clin. trials as a parenteral and oral agent for treatment of 
community-acquired respiratory tract disease and serious infections caused by 
entlmicrobial -resistant gram-pos. cocci. In this study, susceptibility testing results 
from 1,306 recent clin. isolates selected to overrepresent resistance trends among the 
species were summarized. All staphylococci (153 atralns; MIC at which 90% of iaolate* 
were inhibited (MIC90] , 3 iig/mL) . Streptococcus pneumoniae (170 strsins; MIC90. l ^g/mL) , 
other streptococci (ISO strains; MIC90, 1 Mg/mL) , enterococci (104 strains; MIC90. 4 
Mg/mL) . Moraxalle catarrhalia (103 strains; MIC90, 0.5 ^g/mL) , and Legionella pneumophila 
(50 straina; MIC90, 0.13 Mg/mL) were inhibited et £8 pg of LBM415/mL, as were 97% of 
Haemophilus influenzae Isolates (300 strains; HIC90, 4 to 8 Mg/mL) . Among other bacterial 
groups, 100% of gram-pos. and -nag. anaerobes. Including 33 Bacteroida* spp. atralna (31 
strains total; MIC90, 1 Mg/mL). were inhibited by SA Mg/mL. whereas Bnterobacterieceae 
(113 atraina) and most non fermentative bacilli (107 etreins) were not inhibited et readily 
achieveble concne. The compound was found to heve e dominently bacteriostatic action, end 
spontaneous single-step mutational ratee occurred at low levels (10-6 to <10-B) . Drug 
interaction studies failed to identify any class-specific synergistic interactions, nor 
were antagonistic interactions observed Variations in broth and agar MIC teat conditions 
demonstrated that, whereas the agar-baaed method trended towards a l-log3 dilution -higher 
MIC then the broth method and was inoculum dependent, other variations in incubation 
environment, medium aupplementa, pH, or calcium concentration had little influence on 
LBM415 MIC results. Use of the efflux inhibitor phe-arg-p-naphthylamlde showed an average 
of I log3 dilution decrease in H. influenzae MICa, demonstreting the contribution of 
efflux pumps in influencing susceptibility to PDF inhibitors. The in vitro activity of 
LBM41S against targeted bacterial species, including resistent subsets, and other 
laboratory characterietles of this novel compound demonstrate the potential of PDF 
inhibitors as a new cless of antimicrobial agents. 

IT 47SS13-91 LBM415 

RL: BSU (Biological study, unclassified); BIOL (Biologicol study) 

(comparative antibacterial characterization of LBM41S as new peptide 
deformylaae inhibitor of clin. importance) 

RN 478913-91-6 HCAPLUS 

CN L-Prolinamide, (3R) -3-butyl-N-formyl-H-hydroxy-p-alanyl-N- (5-fluoro-l- 
OXldo-3-pyrldinyl)- (PCI) (CA INDEX HAMS) 
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gonorrhoeae and Neisseria meningitidis) 
Jones, Ronald N.; Sader, Helio 8.; Fritsetw, Thomas R. 
The JONES Group, JMI Laboratories Inc.. North Liberty, 
lA. 53317. USA 

Diagnostic Microbiology and Infectious Disease <300S) , 
51(3), 139-141 

COOBNi DMIODZ; ISSN: 0733-8893 
Blsevier Inc. 
Journal 
English 

AB LBM41S (HVP POF-713}, a novel peptide defomylase inhibitor, was tested by reference 

nethods against 2 collections of pathogenic Neisseria, N. gonorrhoeae (157 strains) and N. 
meningitidis (100 strains). The collection included strains resistant to penicillin, 
tetracycline, and fluoroquinolones and were also tested against ceftriaxone, 
ciprofloxacin, penicillin, and tetracycline. The 50% and 901 min. inhibitory 
concentration values for LBM41S were 1 and 3 Mg/mL, and 4 and 8 Mg/mL for N. meningitidis 
and N. gonorrhoeae, reap. All comparison agents were more active than this peptide 
deformylase inhibitor against thia genus. 
IT 47B913-9X-li. LBM 415 

RL: BSU (Biological study, unclassified); DMA (Drug mechanism of action); 
THU (Therapeutic use); BIOL (Biological study); USBS (Uses) 

(antimicrobial activity of defonnylase inhibitor LBM41S (HVP PDF-713) 
against pathogenic Neisseria gonorrhoeae and N. meningitidis) 
RN 478913- 91- « HCAPLUS 

CN b-ProliDamide. (3R) -3-butyl-N-formyl-H-hydroxy-|)-alanyl-N- (5-fluoro-l- 
oxido>3>pyrldinyl) - (SCZ) (CA INDEX NAMB) 
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Activity of a peptide deformylaee inhibitor LBM41S 
(NVP PDF-713} tested against recent clinical isolates 
from Japan 

Bell, Jan M.; Tumidge, John D.; Inoue, Matsuhiaa; 
Kohno. Shlgeru; Hirakata, Yoichi; One, Yasuo; Jones, 
Ronald N. 

Women's and Children** Hospital, Adelaide, Australia 
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COOEN: JACHOX; ISSN: 030S-74S3 
PUBLISHBRi Oxford University Press 

DOCimEirr TYPB: Journal 
LAHQUAGS: English • 

AB The potency of LBM415, a new peptide deformylase (PDF) inhibitor, againat key Oram-pos. 
pathogens, as well as Haemophilus influenzae, from Japan was assessed. A total of 495 
clin. isolates originally collected in Japan included Staphylococcus aureus (naaas) . 
Haemophilus influenzae. Streptococcus pneumoniae (nal22]. coagulase-neg . staphylococci 
(CoNS, n-119) , EnCerococcus spp. (n>65) and Streptococcus spp. (no4S) . Oxacillin- resistant 
8. aureus had slightly lower LBM41S MIC values than oxacill in-suscept ible strains. MICSO 
and MIC90 values of LBM41S against oxacillin-resistant S. aureus were 3 loglO dilns. lower 
than previous findings. CoNS had similar MIC results to S. aureus, although oxacillin- 
resistant strains appeared to be less susceptibla than oxacillin- susceptible strains. All 
enterococci were inhibited at £8 mg/L of LBM41S, all S. pneumoniae were inhibited at ^ 
mg/L of the PDF inhibitor, regardless of penicillin or multi-drug reeistance. The LBM41S 
HIC90 for the P-hemolytic streptococci was 0.5 mg/L; all streptococci were inhibited at £4 
mg/L. These results indicate that LBM41S appears to be an active agent that may be 
suitable for the treatment of infections, caused by Oram-pos. organiema. 

IT 479313-91-(;, LBM 415 

RL; BSU (Biological study, unclaaaif ied) ; BIOL (Biological study) 

(activity of peptide defonnylase inhibitor LBM415 (NVP PDF-713) tested 
against recent clin. isolates from Japan) 

RN 478913-91-6 HCAPLUS 

CN L-Prolinamide, (3R} -2-butyl-N-formyl-N-hydroxy-P-alanyl-N- (S-fluoro-l- 
oxido-2-pyridinyl)- (9CI) (CA INDBX NAMB) 
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AB A process for the preparation of title compds. of formula I [Y • a OH protecting group; Rl 
-(hetero)aryl; R2-R5 - independently H or alkyl. or R3R3 and/or R4R5 - cycloalkyl; X - 
CH3. S. CH(OH). etc.; n - 0-3) is disclosed. For example, contacting II*TsOH with IN 
Na3C03 in BtOAc to move TsOH and oxidation by H203 gave III (R > H) . Formylation of III 
with formic acetic anhydride gave III (R - CHO). Reaction of III with HBr salt of N- (5- 
fluoro-3-pyridinyl)-3-pyrrolidlnecarboxanide, followed by oxidation , gave IV. Thus, the 
present invention provides a process producing the title compound, which are useful to 
prepare certain antibacterial N-formyl hydroxylamine compds. as peptide deformylase 
Inhibitors. 
IT 47e913-3a-7P 

RL: IMF (Industrial manufacture); RCT (Reactant) ; SPN (Synthetic 
preparation) ; PREP (Preparation) ; RACT (Reactant or reagent) 
(preparation of N- (oxidopyridinyl) L-prollnamide derive.) 
RN 47B913-93-7 HCAPLUS 

CH L-Prolinaaida, (3R) -3-butyl-N-f ormyl-N- (phenylmethoxy) -P-alanyl-H- (5- 
fluoro-3-pyridinyl)- (9CI) (CA INDBX NAMB) 

Absolute Bteraoehamietry. Rotation (-) . 



ACCESSION NUMBBR: 
DOCUMENT NUMBER: 
TITLB: 



AUTHOR (S) : 
CORPORATE SOURCE: 



2004:915738 HCAPLUS Full -text 
143:35071 

Commercial broth microdilut ion panel validation and 
reproducibility trials for NVP PDF-713 (LBM 415), a 
novel inhibitor of bacterial peptide deformylase 

Fritsche. T. R. ; Moet. O. J.; Jones. R. N. 

The JONES Group/ JMI Laboratories, North Liberty. lA, 



SOURCB: Clinical Microbiology end Infection (3004). 10(9), 

857-660 

CODENi CMINFM; ISSNt 119S-743X 
PUBLISHER! Blsckwell Publishing Ltd. 

DOCUMBNT TYPB: Journal 
LAWOUAGB: English * 

AB NVP PDF-713 (LBM 415) is a peptide deformylase inhibitor being progressed into clin. 

trials. Dry-form broth microdilution panels of NVP PDF-713 were compared to reference MIC 
panels of 553 recent clin. isolatea. Most (99.3%) dry-form MIC results wsre within t 1 
log3 dilution of the reference panel MICs. Of the bacteria tested. Streptococcus 
■ pneumoniae and Haemophilus influenzae showed a bias towards higher and lomr MICs, resp. 
Same-day and between-day reproducibility testa showed that 98.9% and 96.7% of MIC valuea, 
reap., were within ± 1 logS dilution step, thereby demonstrating a high degree of 
reliability of the dry* form MIC product for clin. etudies. 
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478^13-91-6 

RLi BSU (Biological study, unclasal f led) DMA (Drug mechaniam of action) ; 
THU (Therapeutic uae) ; BIOL (Biological atudy) USES {Uaea) 

(antimicrobial activity of peptide deformylaae Inhibitor NVP POF-713 
againat respiratory tract pathogens) 
RN 478913-91-6 HCAPLUS 

CN L-Prolinanid«, (3R) -a-butyl-N-eonnyl-N-hydroxy-P-alanyl-N- (5-(luoro-l- 
oxido-2-pyridinyl}- (9CI) (CA JNDBX NAHS) 

Abaolute atareochamiatry . 
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HO 2004-EP347a A 20040401 

OTHBR SOURCB(S): MARPAT 141:337761 

AB Certain N-formylhydroxyl amine compda.. auch aa N- t l-ojto-a -alkyl - 3 - (N- 

hydroxyfomiamido} propyl ) (carbonylaminoaryDazacycloallcanes are useful in the treatment of 
bacterial infections.' Disclosed are crystalline salts of auch cKxnpds. Thus, a capsule 
contained a K-fonaylbydroxy lamina 300, spray-drlad lactose 140. and Hg stearate 3 mg. !• 
{3-R- I (fomylhydroxylanino) methyl] hexanoyl}pyrrolidone-as-carboxylic acid- (4- 
ethylpyridin*2-yl)aBide was converted to its calcium salt by reaction with CaCl3 solution 
in NaOH solution 

IT 77i47ae3-2P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological atudy); PREP (Preparation); USBS (Uses) 

(crystalline N-f ormylhydroxylamine compds. for pharmaceuticals) 
RN 77147a-tt3-3 HCAPLUS 

CH L-Prolinamide. (3R) -3-butyl-N-fomyl-N-hydroxy-P-alanyl-H- (5-fluoro>l- 
oxido-3-pyridinyI)-, magnesium salt (3;1) (9CI) (CA XNDBX KAKB) 

Absolute stereochemistry. 
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IT 478913-97-9 478913-91-6 

RL: RCT (Reaetant) ; RACT (Reactant or reagent) 

(crystalline N-f ormylhydroxylamine compds. for pharmaceuticals) 
RN 478913-97-9 HCAPLUS 

CN L-Prolinamide. (2R} -3-butyl-N-fozmyI-N-hydraxy-P>alanyl-N- (4-ettoyl-a- 
pyridinyl)- (9CI) (CA INDEX HAMB) 

Abaolute stereochemistry. 
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RN 478913-91-6 HCAPLUS 

CH L-ProIinamide, (2ft) -3-butyl-N>formyl-N-liydroxy-P-alanyl>N- <S-eiuoro-l- 
oxido-3-pyridinyl)- (901) (CA IND8X HAMB) 

Absolute stereochemistry. 
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Absolute stereochemistry. 



IT 771478.83-lP 77l478-«4-3P 771478-fl5-4P 

RL; SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 

study); PRBP (Preparation); USBS (Uaes) 

(crystalline N-f ormylhydroxylamine compda. for pharmaceuticals) 
RN 771478-83-1 HCAPLUS 

CN L-Prolinamide. (SR) -3-butyl-H-formyl-N-liydroxy-P-alanyl-N- (4-ethyl-3- 
pyridinyl)-, oaloium salt (3>1) (9CZ) (CA IMDBX HAMB) 

Absolute Btereochemistry . 



RN 771478-84-3 HCAPLUS 

CN L-Prolinamide. (3R) •3-butyl-N-fozByl-N-hydro9cy-p-alanyl-N- (S-fluoro-1- 
oxido-2-pyridinyl)-, sine aalt (3:1) (9CX) (CA : 

Absolute ateraochamlatry. 
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Antistaphylococcal activity of LBH415, a new peptide 
defomylaae inhibitor, compared with those of other 
agents 

Credito, Kim; Lin, Oengrong; Bdnie, Lois H. ; 
Appelbaun, Peter C. 

Department of Pathology, Hershey Medical Center. 
Hersbey, PA, USA 

Antimicrobial Agents and Chemotherapy (3004), 48(10), 

4033-4036 

COOEN: AMACCO; ISSN: 0066-4804 
American Society for Microbiology 
Journal 
English 

AB The MICs of LBM415, a new peptide diforraylaae inhibitor, were £0.06 to 4.0 pg/mL for 358 
isolates of Staphylococcua aureua and coagulaae-neg . etaphylococci . LBM415 MICs were 
similar irresp. of whether the strains were methicillin susceptible or resistant. All 
atraina were also auaceptible to vancomycin, linaxolid. ranbezolid, daptomycin, 
oritavanein, and quinupristin-dalfopristin. LBN41S at the MIC was baeterioatatio after 34 
h. 

IT 478913- 11-6, LBH 415 

RL: BSU (Biological atudy, unolsBslf ied) ; PRP (Properties); BIOL 
(Biological atudy) 

(antiataphyloeoccal activity of LBM415, new peptide deformylase 
inhibitor, compared with tliose of other agents) 
RN 478913-91-6 HCAPLUS 

CN L- Prel inamide . (2 R> - 3 -butyl - N- f ormyl - H- hydroxy- P- alanyl -H- ( 5 - f luoro- 1 - 
oxido-3-pyridinyl) • (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L*Prolinamide. (2R) •3-butyl-N-formyl.N-hydroxy-P-alanyl-N- (5-fluoro-l- 
exido-a-pyridinyl)-, calcium aalt (3:1) (9CI> (CA INDEX NAME) 
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HCAPLUS COPYRIOirr 2007 ACS on STN 
3004:8483 55 HCAPLUS Full-tejtt 
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Antipn«unococMl activity of LBM415, a new peptide 
difoimylaae inhibitor, compared with thoaa of other 
agent a 

Bdnie. Loia M. ; Pankuch. Olenn; Appelbaum, Peter C. 
Department of Pathology, Herahey Medical Center. 

Herehey, PA. USA 

Antimicrobial Agenta and Chemotherapy (3004), 4B(10),< 
4037-4033 
- CODEN: AMACCQ; ISSN: 006fi-4e04 
American Society for Microbiology 
Journal 
Engliah 

a new peptide diformylaae inhibitor, were evaluated and ranged from 
0.03 to 4.0 Mg/mL for 300 pneumococci . irreap. of their p-l«etam, naerolida, and quinoloi 
■uBceptibilitiea. By comparieon, vancomycin, teicoplanin, linazolld, and quinupriatin- 
dalfopriatln were also active, with MICa52.0 Mg/nt. Oatifloxeoin and moxifloxaoin were 
the moat active quinolones tested, while the MICa of the P-lactama roae with those of 
penicillin o. LBK41S at two tlmea the MIC was bactericidal (99.9% killing) against six 
atraina after 34 h. 
IT 47B913-91-6, LBM 415 

RL: 8SU (Biological study, unclaaaif led) ; PRP (Properties); BIOL 
(Biological study) 

(antipneumococcal activity of LBM41S, new peptide diformylaae 
inhibitor, compared with those of other agenta) 
RW 478913-91-G HCAPLUS 

CN L'Prolinamide, (SR) -3-butyl-H>formyl>N-hydroxy-P-alanyl-N- (5-fluoro-l- 
oxido-a-pyridinyl}- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 
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41?/ 447 



P-Araino acid deriva. I (R is alkyl. R1-R3 are H or alkyi or R3R3C are cycloalkyl, Y is a 
protecting group), intermediates in the synthesis of aminoacyl azacycloalkanes II (same R< 
R3 and Y, R4 is aryl or heteroaryl, n is 0-3. X is CH3, S, CHOH. CH (OR) , CH(SH), CF3, 
CtN(OR) or CBF] were prepared by hydrogenation of corresponding a-alkylidene deriva. in 
the presence of a chiral ligand and a catalytic amount of a hydrogenation catalyst. Thus, 
a mixture of 3- ( [ {phenylBethoxy)arainolmethyll -3-hexenoic acid Me ester (.apprx. 1:1 E/Z. 
preparation given) , bis (norbornadiene) rhodium (I) tetrafluoroborate and (IS. !• 8. 2R,3 'R) - 
TangPhoe in deoxygenated methanol in a Parr bottle is hydrogenated under H3 (45-55 pal) at 
room temperature for 34 h to afford 94 % 3- (( (phenylmethoxy) amino] methyl J • (38) -hexanolo 
acid Ma in 95 % yield (R:S - 98:3). 
47fi913-93-S 

RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of p-amino acid intexmadlates In synthesis of 
aninoacylpyrrolidinecarboxanides and related antibacterial eoapds.) 

476913-93 -a HCAPLUS 

L>Prolinamlde, (3R) -3-butyl-N-fomyl-H- (phenylmethoxy) -P-alanyl-H- (5- 
fluoro-l-oxldo-2-pyrldinyl) - <9CI) (CA INDEX NAME) 
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novel peptide deformylaae inhibitor, tested against 
1.837 recent gran-positive clinical isolates 
Jones, Ronald N.; Frltsche, Thomas R. ; Sadera, Helio 



Robert Havlln 



CORPORATE SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 



Absolute Btereocbenistry. 



The JONES Ozoup/JMI Laboratories, North Liberty, ZA, 
USA 

Diagnostic Microbiology and Infectious Dleease (2004). 

49(1), 63-65 

CODEN: DMIDOZ; ISSN: 0733-8893 
Blaavier Science Inc. 
Journal 
Bnglish 

AB Continued emergence of antimicrobial resistances among gram-pos. pathogens requires 
further development of compds. with novel modes of action. The peptide deformylase 
inhibitor NVp PDF-713 was tested against 1.037 recent strains of Gram-pos. organisms. Al 
HVP PDF-713 NICs Were at S4Mg/mL except for 6 entcrococci (0.3% of strains overall). NVP 
PDF-713 MIC90 results were: Staphylococcus aureus, P-haeraolytlc and viridans group 
streptococci and Streptococcus bovla at 1 (ig/mL; coagulasa-neg. staphylococci. 
Streptococcus pneumoniae, and Listeria spp. at 3 ^g/mL; and the enteroeoeei at 4 ^g/mL. 
NVP PDF-713 appears to be a promising new agent worthy of continued in vivo development. 
IT 47a913-'>l-6, HVP PDP-713 

RL: BSU (Biological study, unclassified); DMA (Drug mechaniam of action); 
THU (Therapeutic use); BIOL (Biological atudy) ; USES (Uses) 

(antibiotic spectrum and activity of peptide deformylase Inhibitor NVP 
PDF-713 gran-pos. pathogens) 
RN 478913-91-6 HCAPLUS 

CN L-Prolinemide. (SR) -2-butyl-N-forrayl-N-hydroxy-p-alanyl-No (S-fluoro-1- 
oxldo-3-pyridinyl)- (SCI) (CA IND8X NAMB) 

Absolute stereochemistry. 
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RL: SPN (Synthetic preparation); PRBP (Preparation) 

(preparation of p-aiaino acid intemediates in synthesis of 
aminoacylpyrrolidinecarboxomides and related antibacterial compds.) 
RN 478913- 56-0 HCAPLUS 

CM L-Prollnamlde, (3R) -a-butyl-H-formyl-H-hydroxy-p-alanyl-H- (5-fluoro-3- 
pyrldinyl)- (SCI) (CA ZNDEX NAMB) 

Absolute stereochemistry. 
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Robert Havlin 



lANOUAOE: English 
AB The potency of a novel peptide deformylase inhibitor, NVP PDP-713, was evaluated against 

Orani'pOD. organiBina having resiatancea to linezolid or quinupriotin/dalfopriatin . A total 
of 4S Btraina from three genera (aix species groups) were tested by reference broth 
microdilution methods. The mechanism of resistance to the oxazolidinona was determined by 
••<|uancing of the gano encoding the ribosomal target. NVP PDF-7ia retained activity 
■galnat linecolid-reaiatant •taphylocoeei (MIC range 0.aS>2 mg/L) , Streptococcus oralis 
(MIC 0.5 nig/L) , Bnterococcus faecalia (KIC range 2-4 mg/L) and Enterococcua Caecium (MIC 
range 0.5-4 ing/L) . Quinupristin/dalfopriatin-reaistant E. faecium (MIC range 1-2 mg/L) and 
ataphyloeocci (MIC range 0.12-2 mg/L) were also inhibited by NVP PDF-713. Many (10 of 13 
atraina) of the linezolld-resiatant enterococci were resistant to vancomycin and these 
clin. strains had a 025761; ribosomal target mutation. Thus. NVP PDP-713 appears to be a 
promising clin. candidate among the peptide deformylase inhibitors for the treatment of 
infections caused by Oram-pos. organisms that possess resistances to oxazolidinones or 
straptogramin combination a. 
IT 478913-91-6, tWP P07-713 

RLt BSU (Biological study, unclassified}; PAC (Pharmacological activity); 
THU (Therapeutic use) : BIOL (Biological study) ; USES (Uses) 

(potential utility of peptide deformylaaa inhibitor NVP PDF-713 against 
oxazolidinone- resistant or streptogramin- resistant Oram-pos. organism 
isolates) 
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oxldo-2-pyridinyl)- (9CI) (CA INDEX NAME) 
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Process for preparing benzyloxyaminoacylpyrrolidlnecar 
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Kapa, Prasad Koteswara; Jiang, Xinglong; Loeser, Eric 
M.; Slade, Joel; Prashad. Mahavir; Lee, Oeorge 
Tien- San 

Novartis A.-O., Switz.; Novartis Pharma O.m.b.H. 

PCT Int. l^pl., 47 pp. 
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Patent 
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AB Title eompds. I (Y - protective group; Rl - aryl. heteroaryl; R3-R9 - H, allph; R3R3. R4RS 
- alkylene; X - CHS, S, (un) substituted CH(OH), CH(SH), CF3, C:NOH, CHP; n • 0-3] were 
prepared for use as intermediates to prepare certain antibacterial N-formyl hydroxylamine 
conpds, which are peptide deformylase inhibitors. Thus. H0CH3CHBuCO3H was treated with 
PhCH30NH2, followed by MeS02Cl to give MeS03CH3CHBuCOMHOCH3Ph, wbloh was cyellsed to the 
P-lactam and treated with (s) -N- (5-fluoro-3-pyridinyl)pyrrolidlna- 3-carboxaBiide, followed 
by fomylation to give the pyrrolidine II. 
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(process for preparing benzyloxyaminoacylpyrrolidinecarboxamides) 
RN 478913-93-7 HCAPLUS 
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TITLE: Disk diffusion quality control guidelines for NVP-PDF 

713: a novel peptide deformylase inhibitor 
Anderegg, Tamara R. ; Jonea. Ronald N. 
The Quality Control Working Oroup. The Jones Orqup/JMI 
Laboratories, North Liberty, ZA, USA 

Diagnostic Microbiology and Infectious Disease (3004), 

48(1), 55-57 

CODBN: OMIDDZt ZSSNt 0733-6893 
Elsevier Science Inc. 
Journal 
English 

AB NVP-PDF713 is a peptide deformylase inhibitor that has emerged as a candidate for treating 
Oram-pos. infections and aelected Oram-neg. species that commonly cauae community-acquired 
respiratory tract infections. This report summarizes the results of a multi-center (seven 
participants) disk diffusion quality control (QC) investigation for NVP PDP-713 using 
guidelines of the National Conaiittee for Clin. Laboratory Stds. and the standardised dish 
diffusion method. A total of 430 NVP-PDP 713 zone diamete'r values %«ere generated for each 
QC organism. The proposed zone diameter ranges contained 97.6'-99.8% of the reported 
participant results and were: Staphylococcus aureue ATCC 35933 (25-35 mm). Streptococcus 
pneumoniae ATCC 49619 (30-37 mm), and Haemophilus influenzae ATCC 49347 (34-33 mm). These 
QC criteria for the disk diffusion method should be applied during the NVP-PDF 713 clin. 
trials to maximize test accuracy. 

IT 4Vesa3-91-6 

RL: BSU (Biological Study, unclassified) ; DMA (Drug mechanism of action) ; 
THU (Thsrapeutlc use) ; BIOL (Biological study) ; USES (Uses) 

(antibiotic activity of peptide deformylase inhibitor NVP-PDF 713 
agalnat reeplratory tract pathogens by disk diffusion testing) 
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Antibacterial susceptibility of a vancomycin- resistant 
Staphylococcus aureus strain isolated at the Hershey 
Medical Center 
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Browne, Frederick A.; Appelbaum. Peter C. 
Department of Pathology, Hershey Medical Center. 
Kershey, PA. 17033, USA 

Journal of Antimicrcd>lal Chemotherapy (3003), 53 (S). 
864-668 

CODBN: JACHDX; ISSN: 0305-7453 
Oxford University Press 
Journal 
English 

AB Staphylococcus aureus strain HMC3 isolated at the Hershey Medical Center, was resistant to 
vancomycin (VRSA) through the presence of the vanA resistance gene; it also contained 
meeA, erm(A). em(B), tet(K) and aac(C' ) -aph(3* ' ) , conferring resistance to licensed fi- 
lactams, maorolldes, tetracycline and aminoglycosides. HMC3 also had alterations in C^rA 
and OrlB and was resistant to available quinolones. Bxptl. drugs with low MICs (<3 mg/L) 
for VRSA HMC3 included cephaloaporina BAL9141 and RWJ-S4438: glycopeptides oritavancin and 
dalbavancin; the lipopeptlde daptomycin; the glycol ipodepslpeptide ramoplanin; new 
fluoroquinolones HCK 771 A, WCK 1153, DK-507)c and sitaf loxacin; and the DNA nanobinder 
OS02-02. These agents were all bactericidal aa were trimethoprim/ sulfamethoxazole and 
teicoplanin (MIC 4 mg/L) . Oxazolidinonee linezolld and ranbezolid; the injectable 
streptogramin quinupristin/dalfopristin; moi nanobinders 032- 10547 and OS03-104; peptide 
deformylase inhibitors NVP-PDF713 and GS03-13; tetracycline derivetive tigecycline; the 
antifolate iclaprim; mupirocin and fusldic acid were all active in vitro but 
bacteriostatic. 
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Title compda. I [X - CH3. S. CHOH. CH-alkoxy, CHSH, etc.; Rl - (hetero) aryl ; R3-5 - H, 
alkyl, etc.; n « 0-3 provided that when n • 0, X - CH31 are prepared For inatance, (8)-2- 
(chlorocarbonyl ) pyrrolidine- 1- carboxylic acid bensyl aacsr ia used to acylate 2- 
aminopyridine and the reaulting amide deprocected and coupled to |2R)*2* 
[ (benzyloxyfomylanlno) methyl ) hexanoic acid (preparation given; dioxane, HATU. i-Pr2N8t) 
to give II. IC50 of aelected examplea of I againat MMP-7 rangea fron >10 pM to >100 pM, 
whereas the IC50 of theae sane compda. againat zinc-containing peptidyl defomylaae (PDF) 
ranges from about 0.005 pM to 5 pM, and againat nickel- containing PDF ranges from about 
0.001 pM to about 0.3 pM. X are useful for preventing contamination of a mil culture 
medium. 
47B91J-80-3P 

RL: PAC (Pharmacological activity); RCT (Reaetant); 8PN (Synthetic 
preparation); THU (Therapeutic uae) ; BIOL (Biological study); PRSP 
(Preparation) ; RACT (Reaetant or reagent) ; USBS (Uaea) 

(preparation of N-fomyl-N-hydroxylamino-aubstituted pyrrolidine darivo. as 

inhibitors of peptidyl defomylaae) 
478913-80-3 HCAPLUS 

L-Prolinarnide. (3R) -3-butyl•N-fonByl-H-hydroxy-P-alanyl-N-l,^• 
benzodioxol-5-yl- (9CZ) (CA INDEX HAKE) 
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47B912-45-7P, (33) -1- I(3R) -3- ( (Formylhydroxyamino) methyl) hexanoyl) 
pyrrolidine-2-carboxyIic acid N- (pyrldin-3-yl) amide 47asi3-'tS -OP 
, (3S}-1- [(3R}*3- ((ForTnylhydroxyaniino)methyll hexanoyl] pyrrolidine-3- 
earboxylic acid N- (3-nMthylpyridin*3-yl}amide 478912-50-4P, 

(38) -1- ((3R)-3- ((Formylfaydroxyamina)matfayl]hexanoyl]pyrrolidlne-3- 
carboxyllc acid N- (6-nethylpyridin-3-yl} amide 47S91Z-53-6P. 

(3S)-1- [ (3R}-3- [(Fonnylhydroxyaraino)nethyl]hexanoyl]pyrrolidine-3- 
carboxylic acid N- (4-methylpyridin-3-yl)amide 47891.2-S6-0P, 

(3S)-1- [ (3R) -2- [ (Fonnylhydroxyamino)methyl} hexanoyl] pyrrolidine-3- 
carboxylic acid N- (5- f luoropyridln-2-yl) amide 478912-S9-3P, 

(3S) -1- I (2R) -3- I (Formylhydroxyamino) methyl] hexanoyl] pyrrolidlne-2- 
carboxylic acid N- (S-nethyIpyridin-2-yl)ainida 47a912-63-9P. 

(2S)-l-[(2R)-2-[ (Formylhydroxyamino) methyl] hexanoyl) pyrrolidine-2- 
earboxylic acid N* (6-ethylpyridin-3-yl)amide 47S912-66-2P, 

(28) -1- [(3R) -3- [ (Porwylhydroxyamlno) methyl] hexanoyl] pyrrolidine -3- 
carboxylic acid H- (S-trif luoromethylpyridin-3-yl)amlde 
478912- 69- 5P, (38) -1- [(3R)-3- { (Fozinylhydroxyanino)raathyl) hexanoyl] 
pyrrolidine- 3 -carboxylic acid N- (6- f luoropyridin-3-yl ) amide 
478912-76 -49, (38) -1- t(2R) -3- [ { Poxroylhydroxyamino) methyl) hexanoyl J 
pyrrolidine- 3 -carboxylic acid N- (4, 6-dimethyl-l-oxopyridin-3-yl)amide 
478912-80-OP, (38)-l- [(2R) -3- [ {Formylhydroxyamino) methyl } hexanoyl] 
pyrrolidine-3- carboxylic acid H- (4-methyl-l-oxopyridin-a-yI)aaide 
478912- 85- &P, (38) -1- {(2R)-2- [ (Fotmylhydroxyamino) methyl] hexanoyl] 
azetidine-2 -carboxylic acid N- (pyridin-3-yl)amide 47S913-92-4P, 

(38) - 1- { (3R) -3- ( (Formylhydroxyanino}metbyl} hexanoyl) pyrrolidine- 3- 
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carboxylic acid N- (4, 6-dinethylpyridin-3-yl)amide 47831 2-97-9P, 
(3S) -1- ( (3R) -3- ( (Formylhydroxyamino) methyl] hexanoyl] pyrrolldlne-a- 
carboxylic acid N- (4-ethylpyridin-3-yl) amide 478913 -05-aP, 
(38) -1- C <3R) '2' I (Formylhydroxyamlno)nethyl) hexanoyl] pyrrolidine-3 • 
carboxylic acid N- (3-hydroxypyridiD-3-yl) amide 478913-13-lP, 
(3S)-l-((3R)-a-(( Formyl hydroxyan ino ) net hyl ) hexanoyl ] pyrrol ldine-3- 
carboxylic acid H- (iaoqulnolin-l-yl)amlde 4 78913 - 16 -SP. 
(3S) -1- [ (2R) -2- [ (Foniiylhydroxyamino)methyl} hexanoyl] pyrrolidlne-3- 
carboxylle acid N- (quinolin-3 -yl) amide 478913-31-2?, 

(28) -1- I (2R) - 2 - { (Formylhydroxyamino) met hyl] hexanoyl ] azetidine- 3 -carboxylic 
acid H- {4-raathylpyridin-3-yl)amide 478913-34-5?. 

OS)-l- [(3R) -a- ( (Foxmylhydroxyamino)nethyl] hexanoyl] asetidine-a-oarboxylic 
acid N- (5-mathylpyridin-3-yl) amide '1789I3-27-0P, 

(28) -1- ((2R) -2- ((Formylbydraxyamino}methyl] hexanoyl] azetidine-2-oarl>oxylic 
acid N- (5-fluoropyridin-2-yl) amide ^78913-30-3?. 

(28)-l- [(2R) -2- ( (Formylhydroxyamino)methyl)hexanoyl]pyrrolidine-2< 
carboxylic acid N- ( 5-trif luoroaethyl- l-oxopyridin-2 -yl) amide 
4 789X3- 37- OP, (28) -1- I (2R) - 3- [ (Foinnylhydroxyttmino)methyl] hexanoyl] 
pyrrolidine -3 -carboxylic acid H- (4 -phenylpyridin- 3-yl ) amide 
4769I3-41-6P. (3S)-1- [(2R)-2- ( (FonBylhydroxyamino)methyl] hexanoyl] 
pyrrolidine- a -earboj^lic acid N- (4-phenyl*l-oxopyridin- 3-yl) amide 
476913 -45-0?, (as) -1- [(aR)-a- [(Formylhydroxyamino) methyl] hexanoyl) 
pyrrolidine-a-earboxylic acid H- (4-trifluoromethylpyridin-2-yl] amide 
'I7e9i3-48-3P, (3S).l- ((3R)-3- ( (Formylhydroxyamino) methyl} hexanoyl) 
pyrrolidine-3 -carboxylic acid N- (4-trifluoromethyl-l-oxopyridin-a-yl)aBide 
4 7B913-51-dP. (3S)-l-((3R)-3-((Fo rmy 1 hydroxyamino ) met hyl ] hexanoyl ) 
pyrrolidine-3 -carboxylic acid N- (8- hydroxyquinolin- 3-yl) amide 
47B913-S5-2P. (38 )- 1- ( {3R) - 3 -({ Formylhydroxyamino) methyl] hexanoyl) 
pyrrolidine-2 -carboxylic acid N- (3-methoxy-6-methylpyridin-2-yl)amide 
4 7 8913-^ 59- 6 P. (28) -1- [ (2R) -2 - [ (Formyl hydroxyamino) met hyl] hexanoyl] 
pyrrolldine-3-earbo]vlic acid N- (4-methoxypyridin-3-yl) amide 
478913-64-3P, (38) -1- | (3R) •3- | ( Formylhydroxyamino)inethyl) hexanoyl) 
pyrrolidlne-3->earboxylie acid N- (3-methoxypyridin-3-yl} amide 
476913- 68 -7P, (38) - 1- I (3R) -3- [ (Ben2yloxyformylamino)raethyl] hexanoy 
1] pyrrolidine -3 -carboxylic acid N- (3-methoxypyridin-3-yl) amide 
47S9l3-69-eP, (3S)-1- [(3R)-3- [ (Formylhydroxyamino) methyl] hexanoyl) 
pyrrolidine-3 -carboxylic acid N- (6-hydroxypyridin-3-yl) amide 
47a9l3-7G-6P, (3S) -1- { (3R) -3- [( Formylhydroxyamino) methyl] hexanoyl] 
pyrrolidine-3 -carboxylic acid N- (3 -hydroxy- l-oxopyridin-a-yl) amide 
478913 -as-ep, (28)-l- {(2R)-2- [{ Foxmylhydroxyamino) methyl J hexanoyl J 
pyrrolidine«3*carboxylic aoid N- (2,3-difluorobenzo(l,3]dioxol-S-yl)amide 
478913- 87-OP. (38) -1- [ {3R) -3- [ (Formylhydroxyanino)methyl] hexanoyl) 
pyrrolidine-a-oarboxylio acid N- (3-phenoxyphenyl)amide 
476913-91-6P, (38) -1- [(3R) -3- 1 (Foraylhydroxyamino) methyl] hexanoyl] 
pyrrolidine -3 -carboxylic acid N- (S- f luoro-l-oxopyridln-a-yl) amide 
'|7e913-94-9P 470913-96-lP. (38, 4R) - 1- ( OR) - 3- 

{ (Formylhydroxyamino) methyl] hexanoyl) -4 -hydroxypyrrol idine- 2 -carboxylic 
acid N- (5-methylpyridine-2-yl)amida 478913-99-4P. 
(3s.4S)-i-((3R)-3-(( Formylhydroxyamino) methyl ] hexanoyl } -4 - 

hydroxypyrrolidine-2-cerboxylic acid H- (S-methylpyrldine-2-yl)amlde 
476914 01- IV, (2S.4R) -1- ( {2R) -3- ( (Formylhydroxyamino) methyl] hexano 
yl] -4-hydroxypyrrolidine-3-carboxylic acid N- (4-ethylpyridine-2-yl}amide 
4769L4-03-3P, (28. 4R) -1- ( (3R) -3- [ (Formylhydroxyamino)methyl] hexano 
yl) -4 -hydroxypyrrol idine -3- carboxylic acid N- (S-trifluoronethylpyridine-2- 
yDamide 478914-05-SP. {2S, 43) - 4 - Pluoro-l- [ (3R) -3- 
( (formylhydroxyamino)methyl] hexanoyl] pyrrolidine-a-earboxylic acid 
H- (5-methylpyridine-3-yl) amide 4~05)14 -Od-fiP. 

(38, 4R) -4-Fluoro-l- I (3R) -3- 1 ( fonnylhydroxyamino)methyl ) hexanoyl] pyrrolidin 

«-3-earboxylie acid N- (5 -mathylpyridine- 3-yl) amide 478914-10-3P 

470914-13-4P, (38.4R)-l-[(3R)-3-> [ (Formyl hydroxyamino) methyl] hexano 

yl) -4 -nethoxypyrrol idine- 3 -carboxylic acid N* ( 5 -met hylpyridin- 3-yl) amide 

478914. 17-9P. (38,48)-l-{(aR)-3- [(Pormylhydroxyamlno)methyl)hexano 

yl] -4 -met hoxypyrrolidine- 3- carboxylic acid H- (5-methylpyridin-3-yl)afflide 
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479067-S8-4P 

RLi PAC (Pharmacological activity); 8PN (Synthetic preparation); THU 
(Therapeutic uae); BIOL (Biological atudy) ; PRBP (Preparation); USBS 



(preparation of H-formyl-N-hydroxylamino-aubatituted pyrrolidine derive, 
inhibitors of peptidyl deformylaaa) 
RN 478913-45-7 HCAPLUS 

CH L-Prolinanide, (3R) -3-butyl-N-formyl-N-hydraixy-P-alanyl-N-a-pyridinyl- 
(CA INDEX NAME) 

Absolute steraoeheaistry. 
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RN 478913-48-0 HCAPLUS 

CM L-Prolinamide. (3R) -3-butyl-N-formyl-N-hydroxy-P-alanyl-N- (3-methyl-3- 
pyridinyl)- (9CI) (CA INDEX NAME) 

Abaolute atereochemistry . 




RN 478913-50-4 HCAPLUS 

CH L-Prolinamide. (aR) -a-bucyl-N-formyl-N-hydroxy-P-alanyl-N- (C-mathyl-a- 
pyridinyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 478913-53-6 HCAPLUS 



CN L-Prolinamida, (2R) -3'butyl -N- forrnyl-N-hydroxy-p-alanyl-H- (4-methyl-3- 
pyrldinyD- (9CI} (CA INDBX NAME) 



Robert Havlln 



Absolut* atereocheniatry . 



fat 4 70 913 -56-0 HCAPLUS 

CM L-Prolinamida, (SR) -3-buCyI-N-f omyl-H-hydroxyp-alanyl^M* <S-f luoro>a* 
pyridlnyD- {9CI) (CA INDBX NAME) 

Abaolute ataraoch«Blatry. 



RN 470913-59-3 HCAPL.US 

CM L-Prolinamldo. {3R) -a-butyl-N-formyl-N-hydroxy-P-alanyl-N- (S-raathyl-3- 
pyridinyD- (9CX) (CA INDBX NAMB) 

Abaoluta ateraochaniatry. 



"XX, 




M 476913-63-9 HCAPLUS 

CN L-Prolinamlda. (SR) •a>bul;yl-N-fomyl-N-hydroxy-p-«l«nyl-N- (6-athyl>a> 
pyridinyl)- (9CX) (CA INDBX NAMB) 

Abaoluta atareocbaniatry. 



Robert Havlln 



RM 478913-66-3 HCAPLUS 

CN L-Prolinaniide, OR) -a-butyl-N-formyl-N-hydroxy-P-alanyl-N- (5- 
(trifluoromethyl)-3-pyridinyl|- (9CI) (CA INDBX NAHB) 

Abaoluta atareochemiatry . 



RH 478913-69-5 HCAPLUS 

CN L-Prolinamida, (3R) -3-butyl>N-fonnyl>N-hydroxy-P-alanyl-N- (6-fluoro-3- 
pyridinyl)- (9CX} (CA INDBX NAMB) 

Abaoluta ateraoehamiatry . 




RN 478912-76-4 HCAPLUS 

CN L-Prolinamide. (3R) -3-butyl-N-formyl-N-hydroxy-P-alanyl-N- (4. 6- 
dinathyl-l-oxide- 2. pyridinyl)- (9CI) (CA INDBX HAKB) 

Abaoluta atareochemiatry. 



431/447 



Havlln mssusL. 



RN 478913-80-0 HCAPLUS 

CN L-Prolinamide. (3R) -a-butyl-H-Comyl-N-hydroxy-P-alanyl-N- (4-nathyl-l- 
oxido-3-pyridinyl}- (9CI) (CA INDBX NAMB) 

Abaoluta atareocbaniatry. 



^ ^CH 



RN 478913-97.9 HCAPLUS 

CN L-Prolinamida. (3R) -3-butyl-N-fomyl.H-hydroxyP-alanyl-H- (4-ethyl-3- 
pyridinyD* (9CI) (CA INDBX NAHB) 

Abaoluta ataraoehaniatry. 




CHO 
Bu-n 



RN 478913-05-5 HCAPLUS 

CN 3-Azatidinaearboxamida, 1- ( (3R) -3- ( (Cormylhydroxyamino) methyl} -1-oxohaxyl] - 
N- 3 -pyridinyl-, (3S>- (9CX) (CA INDBX NAMB) 

Abaolute atareoctwniatry . 



^^^n o o 



RN 478913-05-3 HCAPLUS 

CN L-Prolinamide, (3R) -3-butyl-N-formyl-N-hydroxy-p-alanyl-N- (3-hydroxy- 
a-pyridinyl)- (9CX) (CA INDBX NAMB) 

Abaoluta atareoehemiatry . 



RH 478913-93-4 HCAPLUS 

CM L-Prolinamlds. {3R) -3-butyl-H-foxnyl-N-hydToxy-P-alanyl-N- (4, <- 
dlmathyl-3-pyridinyl)- (9CI) (CA INDBX NAMB) 

Abaoluta ataraochemiatry . 



RH 478913-13-1 HCAPLUS 

CN L-Prelinamida, (3R} -3-butyl-N-fomyl-N-hydroxy-P-alanyl-H-I- 
lao«]Uinolinyl- (9CI) (CA INDBX MAMB) 

Abaolute ateraoohaniatry . 



Robert Hamlin ]| 0/561,754 



434/447 



Robert Havlln 



RN 47S913-1C-5 KCAPUIS 

CN L-Prolinanide, (2R) -a-butyl-N'Cormyl'N'hydroxy-P-alanyl-N-a- 
quinolinyl- (9CI) {» IHDSX HAMB) 

AbaolMta ateraochenlatry- 



OCkJ 




tot 478913- 21-a HCAPLUS 

CN a-AzatidlmcarboxMaid«, 1- ( (3R) ^a- [ lfonnylhydraJ7waino)aMthyl] -l>oxob«xyll - 
N>(4*nmthyl>a<pyridinyl).. (38)- (»CI) (CA XNDBX NAMR) 

Absolute ataraoohenistry. 



RH 47S913-34-5 KCAPLUS 

CN a-Az«tidlnec«rboxamide, 1- ((3R) -3- ( (formylhydroxyamino)methyl] -l-oxohexyll - 
N-(5-nathyl-a-pyridlnyl)>. (3S) • <9CI) (CA INDEX NAME) 

Abaoluta ateraoeheaiatry. 



I. 



RN 478913-37-8 HCAPLUS 

CN 3-Azetidlnecari>oxanlda. H- (5-fluoro-2-pyridlnyl) | (3R) -3- 

I(fonnylhydroxyamino)inathyl] -1-oxohexyll-, (as)- (9CI) (CA INDEX HAKE) 

Abaoluta ateraochetaiatry . 




RN 470913-30-3 HCAPLUS 

CN L-Prolinamide, (2R) -2 -butyl -N- f ormyl-N-hydroxy-P-alanyl-N- [l-oxldo-5> 
CtrlfluoronathyD-a-pyridinyll- (9CI} (CA INDEX NAME) 

Abaoluta ataraochemiatry . 



RN 478913-37-0 HCAPLUS 

CN L-Prollnamida, (3R) -a-butyl-N>fernyl'N-bydroxy-P>alanyl-N> (4-phanyl-3- 
pyridlnyll- (9CI) (CA XNDBX HMtB) 

Abaoluta atareochanlatry. 



--'^^ca 



<0/«1-'?S4 



4??/447 



Robert Havlln 



10/561.754 



Abaoluta atareochenlatry. 



436/447 



Robert Havllii 



RN 478913-41-6 HCAPLUS 

CN L-Prollnamld«. (3R) -3-butyl-N-fomiyl-N-bydroxy-p-alanyl-N- {l-oxldo-4- 
phenyl-2-pyrldlnyl) • (9CX) (CA XNDBX NAMB) 

Abaoluta ataraoebaniatry. 




RN 478913-55-3 HCAPLUS 

CN L-Prolinanide, {2R) -3-butyl-N-fomyl-N-hydroxy-P-alanyl-N- (3-nathoxy- 
6-Mthyl-3-pyridinyl) - {9CI) (CA INDEX .NAME) 



RN 478913 •45->0 HCAPLUS 

CN L-Prolinamlde. (3R) -3*butyl<N>tomyI>N>bydroxy>P-alanyl*M- (4- 
(trlfluoromethyl) -3-pyridinyl] • (9CI) (CA INDEX NAME) 

Abaoluta ataraochemiatry. 



Ma "*'C 



RN 478913-59-S HCAPLUS 

CN L-Prolinamida. (3R} -3-butyl-N-fonnyl-N'taydroxy-P-alanyl-N- (4-nathoxy- 

3-pyridinyl)- (9CX) (CA INDEX lUMB) 

Abaoluta atereoobaniatry . 



RH 478913-40-3 HCAPLUS 

CN L-Prollnanide, (3R} -3 -butyl -N-formyl-N- hydroxy- 3- alanyl-N- (l-oxido-4> 
(trlfluoronathyl)-3-pyridinyll- (9CI} (CA INDEX NAME) 

Abaoluta ataraoebaniatry. 



JL X X 



RN 4 78913- £4-3 HCAPLUS 

CN L-Prolinamide. (2R) -a-butyl-N-f ormyl-N-faydroxy-P-alanyl-N- (3-mathoxy- 
3-pyridinyl} - (9CI} (CA INDEX NAHB) 

Abaoluta atereochemiatry . 



RN 476913- Sl-8 HCAPLUS 

CM L-Prolinanida, (3R) -3-butyl-N-foTmyl*N-hydroxy-P-alanyl-N< (8-hydroxy- 
a-quinolinyl)- (»CI) (CA XNDBX NAMB) 



4?7/447 



Robert Havlin 



Robert Havlin 



RN 47B913-C8-7 HCAPLUS 

CN L-Prolinaniide. (3R) -3-butyl-N-£oniiyl-R- (phenylmethoxy) -p-alanyl-N- (3- 
Mtboxy-3-pyridlnyl)- C9CI) (CA IM08X NM(8} 

Absolut* ■tareocheniBtry . 



m 47B913-B3-S HCAPLUS 

CH L-Prolinanide, (SR) •3-butyl-N-formyl-N-hydroxy-P-alanyl-ll- (3, 3- 
difluoro-l,3-banzediexol-S-yl)- (9CI) (CA IHD8X NAME) 

Absolute stereochemiatry. 



RN 47a913-69-a KCAPLUS 

CH L-Prolinamide. (3R) •3-buCyl«N-fonnyl-N-hydroxy-P-alanyl-K* (1,<- 
dihydro'C-oxo-3-pyrldinyl)- (9CI) (CA IND8X NAMB) 

Abaoluta •taraoehemiatry . 



RH 47S913-S7-0 KCAPLUS 

CH L-Prolinamid«, (3R) -S-butyl-N-fonyl-H-hydroxy-ft-alanyl-N- (3- 
phanoxyphenyl)- (9CI) (CA IHDBX HAKE) 

Abaoluta ■taraoehemiatry. 



OB 



RH 47S913-75-G HCAPLUS 

Of L-Prollnanlde, (3R) -3-butyl-H-foniiyl>N-hydroxy-P-alanyl-N- (3-hydroxy 
l-oxido-3-pyridinyl}- (SCI) (CA IHDBX HAMB) 

Abaoluta atareocheMlatry . 



RH 478913-91-6 HCAPLUS 

CH L-Prolinamlde. {2R) -3-butyl-H-formyl-H-hydroxy-P-alanyl-N- (S-Cluoro-l- 
oxldo-3-pyridinyl)* (SCI) (CA INDBX HAMB) 

Absolute ate reocheml at ry . 



10/561.754 



439/447 



RobfilHavtin io/s6i.7S4 
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Robert Havlin 




RN 478913>94-9 HCAPLUS 

CN L-Prolinanide. (3R) -3-butyl-N-fonayl-N-faydroxy-P-alanyl-H- [5* 
(nethoxyearbonyl)-3-pyridlnyl)>' (»CI) (CA IHDBX MAMB) 

Abaoluta atereochenlatry . 



XL 



RN 478913-96-1 HCAPLUS 
. CH L-Prollnamide, (3R) -3-bueyl-H-fonnyl-N-hydroxy-j)-alanyl-4>hydroxyH- 
(S-matbyl-3-pyridlnyl)-, {4R) • (9CI) (CA XNDSX HAMB) 

Abaoluta ataraoehaaiatry . 




RN 47a»13-»9-4 HCAPLUS 

CN L-Prolinamlda, {3R) -3-butyl-H*fonnyl-N-hydroxy*p-alanyl-4-hydroxy-H- 
(S-mathyl-a-pyridinyl)-. (48)- {9CI) (CA IHDBX NAMB) 

Abaoluta ateraochetnistry . 



RH 478914-01-1 HCAPLUS 

CH L-Prolinamlde, (3R) -3 -butyl -N-Comyl-N- hydroxy- P-alanyl-N- (4-athyl-3< 
pyridinyl) -4-hydroxy-, (4R) - (PCI) (CA XNDBX NAMB) 

Abaoluta stereocheniatry . 




RN 478914-03-3 KCAPLUS 

CN L-Prolinanlda, (3R) -3-butyl-N-fomyl-H-hydroxy-p-alanyl-4-hydroxyH- 
(5- (triflttOromethyl)-3-pyridinyl)-. (4R)- OCX) (CA INDBX HMIB) 

Abaoluta ataraochamiatry . 



RN 478914-05-5 HCAPLUS 

CN L-Pxolinanida, (3R) -3-butyl-N-fonoyl-N-hydroxy-P-alanyl-4-f luoro-H- (5- 
Bathyl-3-pyridinyl)-, (4S)- (»Ct) (CA IHDBX HAMB) 



Abaoluta ataraochamiatry. 



OH 




RN 478Vl4-0S-8 HCAPWS 

CH L-Prollnamlde, (SR) -2-butyl-N-eorniyl-M-hydroxy-p-«lu)yl-4-f luoro-N< (S- 
■«thyl-a-pyridinyl)-. <4R)- (»CI) (CA IHDBX lOWB) 

Absolute •t«reoeheai«try. 



OH 




RN 47»914-10>3 HCAPLUS 

CN b-Prollnamide, (2R) -a-butyl-N-formyl>N-hydroxy-P-alMyl-4,4-dlfIuoro- 
N-(S-meChyl-a-pyridlnyl)- {9CI) (CA IHDBX NAMB) 

Absolute atereochemletry. 



OR 




tat 47A914-13-4 HCAPLUS 

CN L-Prolin«mlda, (2R) -3-butyl>ll-eomyl-N-hydroxy-p-alanyl-4-netboxy-N- 
(S«nethyl«a-pyridinyl)-, (4R) - (9CZ) (CA INDEX NAMB) 

Abaolute atereochemletry. 



OH 




RN 47S914-17-9 HCAPLUS 

CN L'Prolinamide, (3R) -a-butyl-N-formyl-N-hydroxy-P-elanylM-MtboxyN- 
lS'methyl'a'pyrldinyl) (48)- (9CX) (CA INDEX NAMB) 

Absolute stereoebenistry. 



OH 




RN 479067- ea -4 HCAPLUS 

CN L-Prolinanide, (3R) -3-butyl-N-fonnyl>N-hydroxy-P-slanyI*H> (4>athyl-t> 
OXido-3-pyrldlnyl}- (9CI) (CA INDEX NAME) * 

Absolute atereoehsniatzY- 



OH 




IT 478913- 11- OP, (3S}>1« {{3R)-3- { (BenzyloxyConnylaBino)nathyl] hsxanoy 
llpyrrolidine-3-earboxylio acid N- O-banzyloxypyrldin-a-yDanlda 
478913 • 3.5>4P, (3S) • !• C (SR) - 3- ( (Bensyloxyfomylamino) methyl] hexanoy 
1] pyrrolidine- 2 -earboxylio acid N- (isoquinol in- 1-yl) amide 
478913-20-lP, (as)-l- ((2R)-3- ((8«n«yloxyeonnylainino}methyl]hexanoy 
1] pyrrolidine -2 -carboxylic acid N- (quinolin-3 -yl) amide 
'176913-G3-2P, (3S)-1- [(3R)-a- [(BanzyloxyCormylamino)methyl]hexanoy 
l]pyrrolidine-a-carboxylic acid N* (4>nethaxypyridin'>3<-yl) amide 
47asi3-74-5P. (38) -1- [(SR) -3- [ (Benzyloxyf oniylaBino)mathyl) hexsnoy 



443 / 447 



l]pyrrolldine-3-c«rboxylic acid N- (6-benzyloxypyridin-2-yl) amide 
47a9I3'79>DP, (39) -1- ( (3R) -2- [ (BenzyloxyCormylamino) methyl] hexanoy 
1] pyrrolidine -3 -carboxylic acid N> 0>benzyloxy-l-oxopyridin-3-yl)amide 

478913- 9a-7P, (3S] -X* [ OR) -3- [ (Benzyloxy£oniylamino}metfayl] haxenoy 
l]pyrrolidine-3-carboxylic acid H- (S-fluoropyridin-3-yl) amide 
47B913-93-0P. (as) • L ( (3R) - 3- t (Benayloxy£orMylamino)netbyl] hexanoy 
l]pyrrolidine-3-carboxylic acid N- (S-fluoro-l-oxopyridin-3-yl)amide 
47B913-98-3P, (2S.4R) -4- (Benzyloxy) - I- ( (2R) -3- 

( (forraylhydroxyaraino) methyl) hexanoyl] pyrrol idine-3-c«rboxylic acid 
N- (S-methylpyridin«-3-yl) amide 478914 -1 6- SP, 
(3S,4R} -1- ( (2R) -3- ( (Benzyloxyformylaraino) methyl I hexanoyl] -4- 
methoxypyrrolidine- a -carboxylic acid H- (5-mothylpyridin-2-yl) amide 

478914- 21'5P. (2S,4S) -1- ( (3R) -2- { (Benzyloxyformylamino) methyl ] hexa 

noyl] -4 -met hoxypyrrolidine- 3 -carboxylic acid N- (5-methylpyridin>3-yl) amide 
RI»: RCT (Reactant) ; SPN (Synthetie preparatioo] ; PRBP (Preparation) j RACT 
(Reactant or reagent) 

(preparation of N- formyl-N-hydroxylamino-aubetitutad pyrrolidine deriva. 

inhibitors of peptidyl deformylase) 
478913-11-0 HCAPLUS 

L-Prolinamide, (3R) -3-butyl-N-formyl-N- (phenylmethoxy) -p-alanyl-N- [3* 
(phenylmethoxy)-3-pyridinyl1- <9CZ) (CA INDEX NAME) 



Absolute etereoohemistry. 



Absolute stereochemistry. 



444/447 



PftttilHaYlIn 



RN 478913-63-3 HCAPLUS 

CN L-Prolina»ide, (3R) -3-butyl>N>formyl-N- (phenylmethoxy) -p-alanyl-N- (4- 

metho3v-3-pyridinyl}- (SCI) (CA IHDBX NAMB) 

Absolute stereochemistry. 




RN 478913-15-4 HCAPLUS 

CH L-Prolinamide. (aR) -3-butyl-N-formyl-N- (phenylmethoxy) -|)<alanyl-N- 1- 
iaoquinolinyl- (9CX) (CA IHDBX NAMB) 

Absolute stsreochemlstry. 



CPI 

00 



4 78913* 30-1 HCAPLUS 

L-Prolinamlde, (3R) -3-butyl-H-formyl-N- (pbenylmetboi^) -p-alanyl-N'3- 
quinolinyl- (SCI) (CA XNOBX HAMS) 



RN 478913-74-S HCAPLUS 

CN L-Prolinamide. OR] -3-butyl-N-Cormyl-N- (phenylmethoxy) -P-alanyl-N- (6- 
(phenylmethoxy)-3-pyridinyll- (»CI) (CA IHDBX NAMB) 

Absoluts stereochemistry. 




RN 478913-79-0 HCAPLUS 

CN L-Prolinamide, (3R) -3-butyl>N-formyl-N- (phenylmethoxy) -P-alanyl-N- (l- 
oxido-3- (phenylmethoxy) -3 -pyridinyl)- (9CI) (CA INDEX NAMB) 

Absolute stereochemistry. 



nmi.7g4 



RgbtrtHavlln 



0 r 



RN 47a»13-93-7 HCAPLU8 

CN L-Prollnsnlda, OR) •S'butyl -N- Cormyl-N- (phenylmethoxy) •P>alanyl>H< (5- 
eiuoro-3-pyridlnyl) - (»CZ) (CA INDEX HAMB) • 

AbsQluta aCereochemiatry. RoCation (•). 



RN 478914-16-8 HCAPLUS 

CM L-Prolinamide. (2R) -a^butyl-H-forMyl-H- (phanylnethoxy) -p-alanyl-4- 
nethoxy*N-(S*methyl-3-pyridinyl)-. (4R} - (SCI) (CA IMDBX HAME) 

Abaoluta atereoclmmiatry. 



RN 478913- 93 -e HCAPLUS 

CN L-Prolinamide, (3R) -3-butyl-N-Connyl-N- (phenylmathoxy) -p-alanyl-N- (S- 
Cluoro-l-oxido-Z-pyridinyl)- (»CI] (CA INDEX KAMB) 

Abaoluta acaraochamiatry. 



RN 478914- 31-S HCAPLUS 

CH L-Prelinamida, (3R) -S-butyl-N-fonyl-N- (phanylnethoxy) -P-aIanyI-4- 
netho]v-H-(S-mthyl-3-pyridinyl)-, (4S) • (9CJ} (CA INDEX HAHE) 

Abaoluta atareoehamlatry. 




RN 478913-98-3 HCAPLUS 

CN L-Prolinamlda, (SR) -3-butyl-N- Cormyl-N-hydroxy-P-alanyl-N- (S-nathyl-S- 
pyrldinyl|-4- (phanylmathoxy)-, (4R) - (9CI) <CA INDEX NAME) 

Abaoluta stareochemiatry . 
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